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This AcknowledgementReceipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable.It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary componentsfora filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown onthis
AcknowledgementReceiptwill establish thefiling date of the application.
National Stage of an International Application under 35 U.S.C. 371
If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903indicating acceptanceof the application asa
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New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
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and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
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the application.
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PTO/AIA/14

U.S, Patent and TrademarkOffice; U.S. DEPARTMENT OF COMMERCE

 

Attorney Docket Number REGN-008CIPCON8 
Application Data Sheet 37 CFR 1.76   Application Number

Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

The application data sheet is part of the provisional or nonprovisional application for whichit is being submitted. The following form contains the
biblicgraphic data arrangedin a format specified by the United States Patent and TrademarkOffice as outlined in 37 CFR 1.76.
This document may be completed electronically and submitted to the Office in electronic format using the Electronic Filing System (EFS) or the document
may be printed and includedin a paperfiled application.

   
Secrecy Order 37 CFR 5.2:

Portionsorall of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to 37
L CFR 5.2 (Paperfilers only. Applications thatfall under Secrecy Order may notbefiled electronically.) 

Inventor Information:

Ta caaleele 1

Legal Name

Prefix |GivenNamesiMiddle Name Family Name Suffix 
Residence Information (Select One) (@) US Residency ©) Non USResidency ©) Active US Military Service

City Yorktown Heights State/Province Country of Residence i US

Mailing Addressof Inventor:

Address 1 c/o Regeneron Pharmaceuticals, Inc.

Address 2 777 Old Saw Mill River Road

All Inventors Must Be Listed - Additional Inventor Information blocks may be generated
within this form by selecting the Add button.

  
CorrespondenceInformation:

Enter either Customer Number or complete the Correspondence Information section below.
For further information see 37 CFR 1.33(a).

[_] An Addressis being provided for the correspondence Informationof this application. 
Customer Number 96387

Email Address docket@bozpat.com Add Email Remove Email

Application Information:

Title of the Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Attorney Docket Number|REGN-OO8CIPCONS Small Entity Status Claimed [|

 

  
 

Total Numberof Drawing Sheets(if any) 1 Suggested Figure for Publication (if any) 1
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PTO/AIA/14 (08-15)
Approved for use through 04/30/2017. OMB 0651-0032

U.S.Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.
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oo. Attorney Docket Number
Application Data Sheet 37 CFR 1.76

Application Number

 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS 

Filing By Reference:

Only complete this section whenfiling an application by reference under 35 U.S.C. 111(c) and 37 CFR 1.57{a). Do not complete this section if
application papers including a specification and any drawingsare beingfiled. Any domestic benefit or foreign priority information must be
provided in the appropriate section(s) below(i.e, "Domestic Benefit/National Stage Information” and “Foreign Priority Information’).

For the purposesofa filing date under 37 CFR 1.53(b), the description and any drawings of the present application are replaced by this
reference to the previouslyfiled application, subject to conditions and requirements of 37 CFR 1.57(a).

i

Application numberof the previously Filing date (YYYY-MM-DD) Intellectual Property Authority or Country
filed application

Publication Information:

[_] Request Early Publication (Fee required at time of Request 37 CFR 1.219)

Request Not to Publish.| hereby request that the attached application not be published under 35 U.S.C.
CO 122(b) and certify that the invention disclosed in the attached application has not and will not be the subject of an

application filed in another country, or under a multilateral international agreement, that requires publication at eighteenpp ry g q p g

monthsafterfiling.

 
  
 

Representative Information:

Representative information should be provided for all practitioners having a power of attorney in the application. Providing
this information in the Application Data Sheet does not constitute a powerof attorneyin the application (see 37 CFR 1.32).
Either enter Customer Number or complete the Representative Name section below. If both sections are completed the customer Number
will be used for the Representative Information during processing.
 

Please Select One: (@) Customer Number © USPatentPractitioner C) Limited Recognition (37 CFR 11.9)

Customer Number 96387

Prefix|GivenName|Middle Name|FamilyName||FamilyName||Suffix
eeeenoes

Registration Number

Prefix|GivenName|Middle Name|FamilyName=|Name|Suffix
eeeS

Registration Number

Additional Representative Information blocks may be generated within this form by
selecting the Add button.
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PTO/AIA/14 (08-15)
Approved for use through 04/30/2017. OMB 0651-0032

U.S.Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Data Sheet 37 CFR 1.76 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Domestic Benefit/National Stage Information:
This section allowsfor the applicant to either claim benefit under 35 U.S.C. 119(e), 120, 121, 365(c), or 386(c) or indicate National
Stage entry from a PCT application. Providing benefit claim information in the Application Data Sheet constitutes the specific
reference required by 35 U.S.C. 119(e) or 120, and 37 CFR 1.78.
Whenreferring to the current application, please leave the “Application Number”field blank.

Filing or 371(c) Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)

Application i. Prior Application Filing Date Issue Date
Number Continuity Type (YYYY-MM-DD) Patent Number (YYYY-MM-DD)

17072417 16055847 2018-08-06 10857205 2020-12-08

Filing or 371(c) Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)

 

  
 

 

Application - 4 Prior Application Filing Date Issue Date
Number Continuity Type Number (YYYY-MM-DD) Patent Number (YYYY-MM_DD)

16397267 Continuation of 16159282 2018-10-12 10828345 2020-11-10

Application . Prior Application Filing Date Issue Date
Number Continuity Type Number (YYYY-MM-DD) Patent Number (YYYY-MM-DD)

16159282 Continuation of 15471506 2017-03-28 10130681 2018-11-20 
Application . Prior Application | Issue Date

Number Continuity Type Number (YYYY-MM-DD)
15471506 14972560 2015-12-17 9669069 2017-06-06

 
Application . Prior Application Filing Date Issue Date

Number Continuity Type Number (YYYY-MM-DD) Patent Number (YYYY-MM-DD)
14972560 Continuation of 13940370 2013-07-13 9254338 2016-02-09
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PTO/AIA/14 (08-15)
Approved for use through 04/30/2017. OMB 0651-0032

U.S.Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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 oo. Attorney Docket Number
Application Data Sheet 37 CFR 1.76

Application Number

 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

 Prior Application Status|Expired  
 
 

Remove

Filing or 3/1(c) Date
(YYYY-MM-DD)

 
  
  Application Number Continuity Type Prior Application Number

 

 

 

 

13940370 Continuation in part of  PCT/US2012/020855 2012-01-11

 

   
 

Prior Application Status Remove

Filing or 3/1(c) Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)

PCT/US2012/020855 Claims benefit of provisional 61432245 2011-01-13

  
 Prior Application Status Remove

Filing or 3/1(c} Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)   

PCT/US2012/020855 Claims benefit of provisional 61434836 2011-01-21
 

 
 
 
 
  

  Prior Application Status 
 Continuity Type

Remove

Filing or 371(c) Date
(YYYY-MM-DD)}

PCT/US2012/020855 Claims benefit of provisional 61561957 2011-11-21

 
 
 Application Number Prior Application Number  

Additional Domestic Benefit/National Stage Data may be generated within this form by
selecting the Add button.
 

Foreign Priority Information:

This section allows for the applicant to claim priority to a foreign application. Providing this information in the application data sheet

constitutes the claim for priority as required by 35 U.S.C. 119(b) and 37 CFR 1.55. Whenpriority is claimed to a foreign application thatis eligible
for retrieval under the priority document exchange program (PDX) the information Will be used by the Office to automatically attempt retrieval
pursuant to 37 CFR 1.55(i)(1) and (2). Under the PDX program, applicant bears the ultimate responsibility for ensuring that a copy of the foreign

application is received by the Office from the participating foreign intellectual property office, or a certified copy of the foreign priority

applicationisfiled, within the time period specified in 37 CFR 1.55{g){1).

Se
Additional Foreign Priority Data may be generated within this form by selecting the Add
button.

 
 

  
 

Application Number Access Codelif applicable)

  
Statement under 37 CFR 1.55 or 1.78 for AIA (First Inventorto File) Transition

Applications
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PTO/AIA/14 (08-15)
Approved for use through 04/30/2017. OMB 0651-0032

U.S.Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

 

 
  
  
 

 
 

 Attorney Docket Number REGN-008CIPCONS
Application Data Sheet 37 CFR 1.76

Application Number

  Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

This application (1) claims priority to or the benefit of an application filed before March 16, 2013 and (2) also
contains, or contained at any time, a claim to a claimed invention that has an effectivefiling date on or after March

[|] 16,2013.
NOTE:By providing this statement under 37 CFR 1.55 or 1.78, this application, withafiling date on or after March
16, 2013, will be examined underthefirst inventorto file provisions of theAIA.
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PTO/AIA/14 (08-15)
Approved for use through 04/30/2017. OMB 0651-0032

U.S.Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Data Sheet 37 CFR 1.76 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Authorization or Opt-Out of Authorization to Permit Access:

Whenthis Application Data Sheet is properly signed andfiled with the application, applicant has provided written authority to
permit a participating foreign intellectual property (IP) office access to the instant application-as-filed (see paragraph A in
subsection 1 below) and the European Patent Office (EPO) access to any search results from the instant application {see
paragraph B in subsection 1 below).

Should applicant choose notto provide an authorization identified in subsection 1 below, applicant must opt-out of the
authorization by checking the corresponding box A or B or both in subsection 2 below.

NOTE:This section of the Application Data Sheet is ONLY reviewed and processed with the INITIALfiling of an application.
After the initial filing of an application, an Application Data Sheet cannot be used to provide or rescind authorization for access
by a foreign IP office(s). Instead, Form PTO/SB/39 or PTO/SB/69 must be used as appropriate.

1. Authorization to Permit Access by a Foreign Intellectual Property Office(s)

A. Priority Document Exchange {PDX} - Unless box A in subsection 2 (opt-out of authorization) is checked, the undersigned
hereby grants the USPTO authority to provide the European Patent Office {EPO}, the Japan Patent Office (JPO), the Korean
Intellectual Property Office (KIPO), the State Intellectual Property Office of the People’s Republic of China (SIPO), the World
Intellectual Property Organization (WIPO), and any otherforeign intellectual property office participating with the USPTO ina
bilateral or multilateral priority document exchange agreementin whicha foreign application claiming priority to the instant
patent applicationis filed, access to: (1} the instant patent application-as-filed andits related bibliographic data, (2) any foreign
or domestic application to which priority or benefit is claimed by the instant application and its related bibliographic data, and
(3) the date offiling of this Authorization. See 37 CFR 1.14(h}(1).

 

 
B. Search Results from U.S. Application to EPO - Unless box B in subsection 2 (opt-out of authorization) is checked, the
undersigned hereby grants the USPTO authority to provide the EPO accessto the bibliographic data and search results from
the instant patent application when a European patent application claiming priority to the instant patent applicationis filed. See
37 CFR 1.14(h)(2).

The applicant is reminded that the EPO’s Rule 141(1) EPC (European Patent Convention) requires applicants to submit a copy of
searchresults from the instant application without delay in a European patent application that claimspriority to the instant
application.

2. Opt-Out of Authorizations to Permit Access by a Foreign Intellectual Property Office(s)

A. Applicant DOES NOT authorize the USPTOto permit a participating foreign IP office access to the instant
[_] application-as-filed. If this box is checked, the USPTOwill not be providing a participating foreign IP office with any

documents and information identified in subsection 1A above.

Oo B. Applicant DOES NOT authorize the USPTO to transmit to the EPO anysearch results from the instant patent
application.If this box is checked, the USPTO will not be providing the EPO with search results from the instant application.

NOTE: Oncethe application has published oris otherwise publicly available, the USPTO may provide access to the application in
accordance with 37 CFR 1.14.
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Application Data Sheet 37 CFR 1.76 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Applicant Information:

Providing assignment informationin this section does not substitute for compliance with any requirementof part 3 of Title 37 of CFR to have
an assignmentrecorded by the Office.

Ye)e1is: 11ae
If the applicantis the inventor (or the remaining joint inventoror inventors under 37 CFR 1.45), this section should not be completed. The
information to be providedin this section is the name and addressof the legal representative whois the applicant under 37 CFR 1.43; or the
name and address of the assignee, person to whomtheinventoris under an obligation to assign the invention, or person who otherwise shows
sufficient proprietary interest in the matter whois the applicant under 37 CFR 1.46.If the applicantis an applicant under 37 CFR 1.46 {assignee,
person to whom the inventoris obligated to assign, or person who otherwise showssufficient proprietary interest) together with one or more
joint inventors, then the joint inventor or inventors whoare also the applicant should be identified in this section.

Clear

©) Assignee ©) Legal Representative under 35 U.S.C. 117 ©) Joint Inventor

(@) Person to whom theinventoris obligated to assign. QO Person who showssufficient proprietary interest

 

 
 

If applicant is the legal representative, indicate the authority to file the patent application, the inventoris:

Nameof the Deceased or Legally Incapacitated Inventor: Po
If the Applicantis an Organization check here. Ex]

Organization Name REGENERON PHARMACEUTICALS,INC.

Mailing Address Information For Applicant:

Address1 777 Old Saw Mill River Road

Address 2

Email Address
 

Additional Applicant Data may be generated within this form by selecting the Add button.
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Application Data Sheet 37 CFR 1.76 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Assignee Information including Non-Applicant Assignee Information:

Providing assignmentinformationin this section does not substitute for compliance with any requirementofpart 3 ofTitle 37 of
CFR to have an assignmentrecorded by the Office. 

Assignee 1
Complete this section if assignee information, including non-applicant assignee information, is desired to be included on the patent application
publication. An assignee-applicant identified in the "Applicant Information" section will appear on the patent application publication as an
applicant. For an assignee-applicant, complete this section onlyif identification as an assignee is also desired on the patent application
publication.

If the Assignee or Non-Applicant Assignee is an Organization check here. Dx]

Organization Name REGENERON PHARMACEUTICALS,INC.

Mailing Address Information For Assignee including Non-Applicant Assignee:

Address 1 777 Old Saw Mill River Road

Address 2

Email Address

Additional Assignee or Non-Applicant Assignee Data may be generated within this form by
selecting the Add button.

  
 

APOTEX V. REGENERON IPR2022-01524

WEBADS1.0 REGENERON EXHIBIT 2011 PAGE 015



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 016

PTO/AIA/14 (08-15)
Approved for use through 04/30/2017. OMB 0651-0032
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Application Data Sheet 37 CFR 1.76 Title of Invention USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Signature:
NOTE:This Application Data Sheet must be signed in accordance with 37 CFR 1.33(b). However,if this Application Data Sheet
is submitted with the INITIALfiling of the application and either box A or B is not checked in subsection 2 of the
“Authorization or Opt-Out of Authorization to Permit Access” section, then this form must also be signed in accordance
with 37 CFR 1.14(c).

This Application Data Sheet must be signed by a patent practitioner if one or more of the applicants is ajuristic entity (e.
g., corporation or association).If the applicant is two or more joint inventors,this form must be signed by a patent practitioner,
all joint inventors who are the applicant, or one or morejoint inventor-applicants who have been given powerofattorney(e.g.,
see USPTO Form PTO/AIA/81) on behalf ofall joint inventor-applicants.

See 37 CFR 1.4(d) for the manner of making signatures and certifications.
  

/Karl Bozicevic/ Date (YYYY-MM-DD)

Additional Signature may be generated within this form by selecting the Add button.
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Atty Dkt.. No. REGN-008CIPCON8

ABSTRACT

The present invention provides methodsfor treating angiogenic eye disorders by sequentially

administering multiple doses of a VEGF antagonist to a patient. The methodsof the present

invention include the administration of multiple doses of a VEGF antagonist to a patient at a

frequency of once every 8 or more weeks. The methodsof the present invention are useful for the

treatment of angiogenic eye disorders such as age related macular degeneration, diabetic

retinopathy, diabetic macular edema, central retinal vein occlusion, branch retinal vein occlusion,

and corneal neovascularization.

-25-
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Atty Dkt.. No. REGN-008CIPCON8

Whatis claimedis:

1. A methodfor treating an angiogenic eye disorderin a patient, said method comprising

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

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

VEGF antagonist;

wherein each secondary dose is administered 2 to 4 weeksafter the immediately preceding

dose; and

wherein eachtertiary dose is administered at least 8 weeksafter the immediately preceding

dose.

2. The method of claim 1, wherein only a single secondary dose is administered to the

patient, and wherein the single secondary doseis administered 4 weeksafterthe initial dose of the

VEGF antagonist.

3. The method of claim 1, wherein only two secondary doses are administered to the

patient, and wherein each secondary dose is administered 4 weeksafter the immediately preceding

dose.

4. The methodof claim 3, wherein each tertiary dose is administered 8 weeksafter the

immediately preceding dose.

5. The method of claim 1, wherein at least 5 tertiary doses of the VEGF antagonist are

administered to the patient, and wherein the first four tertiary doses are administered 8 weeksafter

the immediately preceding dose, and wherein each subsequenttertiary dose is administered 8 or

12 weeksafter the immediately preceding dose.

6. The method of claim 1, wherein the angiogenic eye disorderis selected from the

group consisting of: age related macular degeneration, diabetic retinopathy, diabetic macular

edema, central retinal vein occlusion, branch retinal vein occlusion, and corneal neovascularization.

7. The methodof claim 6, wherein the angiogenic eye disorder is age related macular

degeneration.

8. The method of claim 1, wherein the VEGF antagonist is an anti-VEGF antibody or

fragmentthereof, an anti-VEGF receptor antibody or fragment thereof, or a VEGF receptor-based

chimeric molecule.

-23-

APOTEX V. REGENERONIPR2022-01524
REGENERONEXHIBIT 2011 PAGE 018



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 019

Atty Dkt.. No. REGN-008CIPCON8

9. The method of claim 8, wherein the VEGF antagonist is a VEGF receptor-based

chimeric molecule.

10. The method of claim 9, wherein the VEGF receptor-based chimeric molecule

comprises VEGFR1R2-FcAC1(a) encoded by the nucleic acid sequence of SEQ ID NO:1.

11. The method of claim 9, wherein the VEGF receptor-based chimeric molecule

comprises (1) a VEGFR1 component comprising amino acids 27 to 129 of SEQ ID NO:2; (2) a

VEGFR2 component comprising amino acids 130-231 of SEQ ID NO:2; and (3) a multimerization

component comprising amino acids 232-457 of SEQ ID NO:2.

12. The method of claim 1, wherein all doses of the VEGF antagonist are administered to

the patient by topical administration or by intraocular administration.

13. The method of claim 12, wherein all doses of the VEGF antagonist are administered

to the patient by intraocular administration.

14. The methodof claim 13, wherein the intraocular administration is intravitreal

administration.

15. The method of claim 11, wherein all doses of the VEGF antagonist are administered

to the patient by topical administration or by intraocular administration.

16. The method of claim 15, wherein all doses of the VEGF antagonist are administered

to the patient by intraocular administration.

17. The method of claim 16, wherein the intraocular administration is intravitreal

administration.

18. The methodof claim 17, wherein all doses of the VEGF antagonist comprise from

about 0.5 mg to about 2 mg of the VEGF antagonist.

19. The method of claim 18, wherein all doses of the VEGF antagonist comprise 0.5 mg

of the VEGF antagonist.

20. The method of claim 18, wherein all doses of the VEGF antagonist comprise 2 mg of

the VEGF antagonist.

-24-

APOTEX V. REGENERONIPR2022-01524
REGENERONEXHIBIT 2011 PAGE 019



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 020

Atty Dkt.. No. REGN-008CIPCON8

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

CROSS-REFERENCETO RELATED APPLICATIONS

[0001] This application is a continuation of 17/072,417 filed October 16, 2020 whichis a

continuation of 16/055,847filed August 6, 2018, now U.S. Patent 10,857,205 issued December8,

2020 and is a continuation of 16/397,267filed April 29, 2019, which is a continuation of 16/159,282

filed October 12, 2018, now U.S. Patent No. 10,828,345 issued November 10, 2020, which is a

continuation of 15/471,506 filed March 28, 2017, now U.S. Patent No. 10,130,681 issued November

20, 2018, whichis a continuation of 14/972,560filed December 17, 2015, now U.S. Patent No.

9,669,069 issued June 6, 2017, which is a continuation of 13/940,370filed July 12, 2013, now U.S.

Patent No. 9,254,338 issued February 9, 2016, which is a continuation-in-part of International

Patent Application No. PCT/US2012/020855,filed on January 11, 2012, which claims the benefit of

US Provisional Application Nos. 61/432,245, filed on January 13, 2011, 61/434,836,filed on

January 21, 2011, and 61/561 ,957, filed on November 21, 2011, the contents of which are hereby

incorporated by referencein their entireties.

FIELD OF THE INVENTION

[0002] 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 byor associated with angiogenesis.

BACKGROUND

[0003] Several eye disorders are associated with pathological angiogenesis. For example, the

developmentof age-related macular degeneration (AMD)is associated with a processcalled

choroidal neovascularization (CNV). Leakage from the CNV causes macular edemaandcollection

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

disorder with an angiogenic component. DMEis 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 whenfluid 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 severevision 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-upof blood andfluid 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.
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Thus, inhibiting the angiogenic-promoting properties of VEGF appears to be an effective strategy

for treating angiogenic eye disorders.

[0004] FDA-approved treatments of angiogenic eye disorders such as AMD and CRVOinclude

the administration of an anti-VEGF antibody called ranibizumab (Lucentis®, Genentech, Inc.) on a

monthly basis byintravitreal injection.

[0005] Methodsfor treating eye disorders using VEGF antagonists are mentionedin, 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 needin 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 SUMMARYOFTHE INVENTION

[0006] The present invention provides methodsfor treating angiogenic eye disorders. The

methodsof 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

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

secondary dosesof the VEGF antagonist, followed by one or moretertiary 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 aboutthree doses administered to the patient at a frequency of about 2 to 4

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

antagonist is administered 2 to 4 weeksafter the immediately preceding dose, and eachtertiary

doseis administered at least 8 weeksafter the immediately preceding dose. An example of a

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

regimenis that, for most of the course of treatment (/.e., the tertiary doses), it allows for less

frequent dosing (ée.g., once every 8 weeks) comparedto 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.).

[0007] 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.

[0008] The methods of the present invention comprise administering any VEGF antagonistto 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

-2-

APOTEX V. REGENERONIPR2022-01524
REGENERONEXHIBIT 2011 PAGE 021



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 022

Atty Dkt.. No. REGN-008CIPCON8

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

"VEGFR1R2-FcAC1(a)"or"aflibercept."

[0009] Various administration routes are contemplated for use in the methodsof the present

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

administration).

[0010] Aflibercept (EYLEA™, Regeneron Pharmaceuticals, Inc) was approved by the FDAin

November 2011, for the treatment of patients with neovascular (wet) age-related macular

degeneration, with a recommended doseof 2 mg administered byintravitreal injection every 4

weeksforthefirst three months, followed by 2 mg administered byintravitreal injection once every

8 weeks.

[0011] Other embodiments of the present invention will become apparent from a review of the

ensuing detailed description.

BRIEF DESCRIPTION OF THE FIGURE

[0012] Figure 1 shows an exemplary dosing regimen of the present invention. In this regimen, a

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

regimen(i.e. at "week 0"), two "secondary doses" are administered at weeks 4 and 8, respectively,

and atleast six "tertiary doses” are administered once every 8 weeksthereafter, /.e., at weeks 16,

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

DETAILED DESCRIPTION

[0013] Before the present invention is described, it is to be understood that this invention is not

limited to particular methods and experimental conditions described, as such methods and

conditions may vary. It is also to be understood that the terminology used herein is for the purpose

of describing particular embodiments only, and is not intended to belimiting, since the scope of the

present invention will be limited only by the appendedclaims.

[0014] Unless defined otherwise, all technical and scientific terms used herein have the same

meaning as commonly understood by oneof ordinary skill in the art to which this invention belongs.

As usedherein, the term "about," when usedin reference to a particular recited numerical value,

means that the value may vary from the recited value by no more than 1%. For example, as used

herein, the expression "about 100" includes 99 and 101 and all values in between (eé.g., 99.1, 99.2,

99.3, 99.4, etc.).

[0015] Although any methods and materials similar or equivalent to those described herein can be

used in the practice or testing of the present invention, the preferred methods and materials are

now described.
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DOSING REGIMENS

[0016] The present invention provides methodsfor treating angiogenic eye disorders. The

methodsof the invention comprise sequentially administering to a patient multiple doses of a VEGF

antagonist. As used herein, "sequentially administering" means that each dose of VEGF antagonist

is administered to the patient at a different point in time, e.g., on different days separated by a

predetermined interval (e.g., hours, days, weeks or months). The present invention includes

methods which comprise sequentially administering to the patient a single initial dose of a VEGF

antagonist, followed by one or more secondary dosesof the VEGF antagonist, followed by oneor

moretertiary doses of the VEGF antagonist.

[0017] The terms "initial dose," "secondary doses," and "tertiary doses," refer to the temporal

sequence of administration of the VEGF antagonist. Thus, the "initial dose" is the dose whichis

administered at the beginning of the treatment regimen (also referred to as the "baseline dose"); the

"secondary doses" are the doses which are administered afterthe initial dose; and the "tertiary

doses"are the doses which are administered after the secondary doses. The initial, secondary,

and tertiary doses mayall contain the same amount of VEGF antagonist, but will generally differ

from one anotherin terms of frequency of administration. In certain embodiments, however, the

amount of VEGF antagonist containedin the initial, secondary and/or tertiary doseswill vary from

one another(é.g., adjusted up or down as appropriate) during the course of treatment.

[0018] In one exemplary embodimentof the present invention, each secondary doseis

administered 2 to 4 (e.g9., 2, 24%, 3, 3, or 4) weeksafter the immediately preceding dose, and each

tertiary dose is administered at least 8 (é.g., 8, 81, 9, 912, 10, 10%, 11, 11%, 12, 12%, 13, 13%, 14,

14%, or more) weeksafter the immediately preceding dose. The phrase "the immediately

preceding dose,” as used herein, means, in a sequence of multiple administrations, the dose of

VEGF antagonist which is administered to a patient prior to the administration of the very next dose

in the sequencewith no intervening doses.

[0019] In one exemplary embodimentof the present invention, a single initial dose of a VEGF

antagonist is administered to a patient on the first day of the treatment regimen(/.e., at week 0),

followed by two secondary doses, each administered four weeksafter the immediately preceding

dose(i.e., at week 4 and at week 8), followed by at least 5 tertiary doses, each administered eight

weeks after the immediately preceding dose(/.e., at weeks 16, 24, 32, 40 and 48). The tertiary

doses maycontinue(at intervals of 8 or more weeks)indefinitely during the course of the treatment

regimen. This exemplary administration regimen is depicted graphically in Figure 1.

[0020] The methods of the invention may comprise administering to a patient any numberof

secondary and/or tertiary doses of a VEGF antagonist. For example, in certain embodiments, only
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a single secondary doseis administered to the patient. In other embodiments, two or more(é.g., 2,

3, 4, 5, 6, 7, 8, or more) secondary dosesare administered to the patient. Likewise, in certain

embodiments,only a single tertiary dose is administered to the patient. In other embodiments, two

or more(é.g., 2, 3, 4, 5, 6, 7, 8, or more) tertiary doses are administered to the patient.

[0021] In embodiments involving multiple secondary doses, each secondary dose may be

administered at the samefrequency as the other secondary doses. For example, each secondary

dose may be administered to the patient 4 weeksafter the immediately preceding dose. Similarly,

in embodiments involving multiple tertiary doses, each tertiary dose may be administered at the

same frequencyas the other tertiary doses. For example, eachtertiary dose may be administered

to the patient 8 weeksafter the immediately preceding dose. Alternatively, the frequency at which

the secondary and/or tertiary doses are administered to a patient can vary over the course of the

treatment regimen. For example, the present invention includes methods which comprise

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

secondary dosesof the VEGF antagonist, followed by at least 5 tertiary doses of the VEGF

antagonist, wherein the first four tertiary doses are administered 8 weeksafter the immediately

preceding dose, and wherein each subsequenttertiary dose is administered from 8 to 12 (e.g., 8,

82, 9, 9%, 10, 10%, 11, 11%, 12) weeks after the immediately preceding dose. The frequency of

administration may also be adjusted during the course of treatment by a physician depending on

the needsofthe individual patient following clinical examination.

VEGF ANTAGONISTS

[0022] The methods of the present invention comprise administering to a patient a VEGF

antagonist according to specified dosing regimens. As used herein, the expression "VEGF

antagonist" means any molecule that blocks, reducesorinterferes with the normal biological activity

of VEGF.

[0023] VEGF antagonists include molecules whichinterfere with the interaction between VEGF

and a natural VEGF receptor, e.g., molecules which bind to VEGF or a VEGF receptor and prevent

or otherwise hinderthe interaction between VEGF and a VEGF receptor. Specific exemplary VEGF

antagonists include anti-VEGF antibodies, anti-VEGF receptor antibodies, and VEGF receptor-

based chimeric molecules (also referred to herein as "VEGF-Traps").

[0024] VEGF receptor-based chimeric molecules include chimeric polypeptides which comprise

two or more immunoglobulin (Ig)-like domains of a VEGF receptor such as VEGFR1 (also referred

to as FIt1) and/or VEGFR2(also referred to as FIk1 or KDR), and may also contain a multimerizing

domain (e.g., an Fc domain whichfacilitates the multimerization [e.g., dimerization] of two or more

chimeric polypeptides). An exemplary VEGF receptor-based chimeric molecule is a molecule
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referred to as VEGFR1R2-FcAC1(a) which is encoded by the nucleic acid sequence of SEQ ID

NO:1. VEGFR1R2-FcAC1(a) comprises three components: (1) a VEGFR1 component comprising

amino acids 27 to 129 of SEQ ID NO:2; (2) a VEGFR2 component comprising amino acids 130 to

231 of SEQ ID NO:2; and (3) a multimerization component ("FcAC1(a)") comprising amino acids

232 to 457 of SEQ ID NO:2 (the C-terminal amino acid of SEQ ID NO:2 [/.e., K458] may or may not

be included in the VEGF antagonist used in the methodsof the invention; see e.g., US Patent

7,396,664). Amino acids 1-26 of SEQ ID NO:2 are the signal sequence.

[0025] The VEGF antagonist used in the Examples set forth herein below is a dimeric molecule

comprising two VEGFR1R2-FcAC1(a) molecules andis referred to herein as "VEGFT." Additional

VEGF receptor-based chimeric molecules which can be used in the context of the present invention

are disclosed in US 7,396,664, 7,303,746 and WO 00/75319.

ANGIOGENIC EYE DISORDERS

[0026] The methods of the present invention can be used to treat any angiogenic eye disorder.

The expression "angiogenic eye disorder," as used herein, means any disease of the eye which is

caused byor associated with the growth or proliferation of blood vessels or by blood vessel

leakage. Non-limiting examples of angiogenic eye disorders that are treatable using the methodsof

the present invention include age-related macular degeneration (e.g., wet AMD, exudative AMD,

etc.), retinal vein occlusion (RVO), central retinal vein occlusion (CRVO; e.g., macular edema

following CRVO), branchretinal vein occlusion (BRVO), diabetic macular edema (DME), choroidal

neovascularization (CNV; e.g., myopic CNV), iris neovascularization, neovascular glaucoma,post-

surgicalfibrosis in glaucoma,proliferative vitreoretinopathy (PVR), optic disc neovascularization,

corneal neovascularization, retinal neovascularization, vitreal neovascularization, pannus,

pterygium, vascular retinopathy, and diabetic retinopathies.

PHARMACEUTICAL FORMULATIONS

[0027] The present invention includes methods in which the VEGF antagonist that is administered

to the patient is contained within a pharmaceutical formulation. The pharmaceutical formulation

may comprise the VEGF antagonist along with at least one inactive ingredient such as, @.g., a

pharmaceutically acceptable carrier. Other agents may beincorporated into the pharmaceutical

composition to provide improvedtransfer, delivery, tolerance, and the like. The term

“oharmaceutically acceptable” means approved by a regulatory agencyof the Federal or a state

governmentorlisted in the U.S. Pharmacopeia or other generally recognized pharmacopeia for use

in animals, and more particularly, in humans. The term “carrier” refers to a diluent, adjuvant,

excipient, or vehicle with which the antibody is administered. A multitude of appropriate
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formulations can be found in the formulary knownto all pharmaceutical chemists: Remington's

Pharmaceutical Sciences (15th ed, Mack Publishing Company, Easton, Pa., 1975), particularly

Chapter 87 by Blaug, Seymour, therein. These formulations include, for example, powders, pastes,

ointments, jellies, waxes,oils, lipids, lipid (cationic or anionic) containing vesicles (such as

LIPOFECTIN™), DNA conjugates, anhydrous absorption pastes,oil-in-water and water-in-oil

emulsions, emulsions carbowax (polyethylene glycols of various molecular weights), semi-solid

gels, and semi-solid mixtures containing carbowax. Any of the foregoing mixtures may be

appropriate in the context of the methodsof the present invention, provided that the VEGF

antagonistis not inactivated by the formulation and the formulation is physiologically compatible

and tolerable with the route of administration. See also Powell et al. PDA (1998) J Pharm Sci

Technol. 52:238-311 and the citations therein for additional information related to excipients and

carriers well known to pharmaceutical chemists.

[0028] Pharmaceutical formulations useful for administration by injection in the context of the

present invention may be prepared by dissolving, suspending or emulsifying a VEGF antagonistin

a sterile aqueous medium or an oily medium conventionally used for injections. As the aqueous

medium for injections, there are, for example, physiological saline, an isotonic solution containing

glucose and otherauxiliary agents, etc., which may be used in combination with an appropriate

solubilizing agent such as an alcohol (e.g., ethanol), a polyalcohol (e.g., propylene glycol,

polyethylene glycol), a nonionic surfactant [e.g., polysorbate 80, HCO-50 (polyoxyethylene (50 mol)

adduct of hydrogenatedcastoroil)], etc. As the oily medium, there may be employed, e.g., sesame

oil, soybean oil, etc., which may be used in combination with a solubilizing agent such as benzyl

benzoate, benzyl alcohol, etc. The injection thus prepared can befilled in an appropriate ampouleif

desired.

MODES OF ADMINISTRATION

[0029] The VEGF antagonist (or pharmaceutical formulation comprising the VEGF antagonist)

may be administered to the patient by any known delivery system and/or administration method. In

certain embodiments, the VEGF antagonist is administered to the patient by ocular, intraocular,

intravitreal or subconjunctival injection. In other embodiments, the VEGF antagonist can be

administered to the patient by topical administration, é.g., via eye drops or otherliquid, gel, ointment

or fluid which contains the VEGF antagonist and can be applied directly to the eye. Other possible

routes of administration include, e.g., intradermal, intramuscular, intraperitoneal, intravenous,

subcutaneous, intranasal, epidural, and oral.

AMOUNT OF VEGF ANTAGONIST ADMINISTERED
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[0030] Each dose of VEGF antagonist administered to the patient over the course of the treatment

regimen may contain the same,or substantially the same, amount of VEGF antagonist.

Alternatively, the quantity of VEGF antagonist contained within the individual doses may vary over

the course of the treatment regimen. For example, in certain embodiments, a first quantity of VEGF

antagonist is administered in the initial dose, a second quantity of VEGF antagonist is administered

in the secondary doses, and a third quantity of VEGF antagonist is administered in the tertiary

doses. The present invention contemplates dosing schemesin which the quantity of VEGF

antagonist contained within the individual doses increases over time (é.g., each subsequent dose

contains more VEGF antagonist than the last), decreases overtime (e.g., each subsequent dose

contains less VEGF antagonist than the last), initially increases then decreases, initially decreases

then increases, or remains the same throughoutthe course of the administration regimen.

[0031] The amount of VEGF antagonist administered to the patient in each doseis, in most

cases, a therapeutically effective amount. As used herein, the phrase "therapeutically effective

amount" means a dose of VEGF antagonistthat results in a detectable improvement in one or more

symptomsorindicia of an angiogenic eye disorder, or a dose of VEGF antagonistthat inhibits,

prevents, lessens, or delays the progression of an angiogenic eye disorder. In the case of an anti-

VEGF antibody or a VEGF receptor-based chimeric molecule such as VEGFR1R2-FcAC1({a), a

therapeutically effective amount can be from about 0.05 mg to about 5 mg, e.g., about 0.05 mg,

about 0.1 mg, about 0.15 mg, about 0.2 mg, about 0.25 mg, about 0.3 mg, about 0.35 mg, about

0.4 mg, about 0.45 mg, about 0.5 mg, about 0.55 mg, about 0.6 mg, about 0.65 mg, about 0.7 mg,

about 0.75 mg, about 0.8 mg, about 0.85 mg, about 0.9 mg, about 1.0 mg, about 1.05 mg, about

1.1 mg, about 1.15 mg, about 1.2 mg, about 1.25 mg, about 1.3 mg, about 1.35 mg, about 1.4 mg,

about 1.45 mg, about 1.5 mg, about 1.55 mg, about 1.6 mg, about 1.65 mg, about 1.7 mg, about

1.75 mg, about 1.8 mg, about 1.85 mg, about 1.9 mg, about 2.0 mg, about 2.05 mg, about 2.1 mg,

about 2.15 mg, about 2.2 mg, about 2.25 mg, about 2.3 mg, about 2.35 mg, about 2.4 mg, about

2.45 mg, about 2.5 mg, about 2.55 mg, about 2.6 mg, about 2.65 mg, about 2.7 mg, about 2.75 mg,

about 2.8 mg, about 2.85 mg, about 2.9 mg, about 3.0 mg, about 3.5 mg, about 4.0 mg, about 4.5

mg, or about 5.0 mg of the antibody or receptor-based chimeric molecule.

[0032] The amount of VEGF antagonist contained within the individual doses may be expressed

in terms of milligrams of antibody per kilogram of patient body weight(/.e., mg/kg). For example,

the VEGF antagonist may be administered to a patient at a dose of about 0.0001 to about 10 mg/kg

of patient body weight.

TREATMENT POPULATION AND EFFICACY
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[0033] The methods of the present invention are useful for treating angiogenic eye disordersin

patients that have been diagnosedwith orare atrisk of being afflicted with an angiogenic eye

disorder. Generally, the methods of the present invention demonstrate efficacy within 104 weeksof

the initiation of the treatment regimen (with the initial dose administered at "week 0"), e.g., by the

end of week 16, by the end of week 24, by the end of week 32, by the end of week 40, by the end of

week48, by the end of week 56,etc. In the context of methodsfor treating angiogenic eye

disorders such as AMD, CRVO, and DME, "efficacy" means that, from the initiation of treatment, the

patient exhibits a loss of 15 or fewerletters on the Early Treatment Diabetic Retinopathy Study

(ETDRS) visual acuity chart. In certain embodiments, "efficacy" means a gain of one or more (e.g.,

1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 or more) letters on the ETDRSchart from the timeofinitiation of

treatment.

EXAMPLES

[0034] The following examples are put forth so as to provide thoseof ordinary skill in the art with a

complete disclosure and description of how to make and use the methods and compositionsof the

invention, and are not intendedto limit the scope of what the inventors regard astheir invention.

Efforts have been madeto ensure accuracy with respect to numbers used (e.g., amounts,

temperature, etc.) but some experimental errors and deviations should be accounted for. Unless

indicated otherwise, parts are parts by weight, molecular weight is average molecular weight,

temperatureis in degrees Centigrade, and pressure is at or near atmospheric.

[0035] The exemplary VEGF antagonist usedin all Examples set forth below is a dimeric

molecule having two functional VEGF binding units. Each functional binding unit is comprised of Ig

domain 2 from VEGFR1 fused to lg domain 3 from VEGFR2, whichin turn is fused to the hinge

region of a human IgG1 Fc domain (VEGFR1R2-FcAC1(a); encoded by SEQ ID NO:1). This VEGF

antagonistis referred to in the examples below as "VEGFT". For purposesof the following

Examples, "monthly" dosing is equivalent to dosing once every four weeks.

Example 1: Phase| Clinical Trial of Intravitreally Administered VEGF Receptor-Based
Chimeric Molecule (VEGFT) in Subjects with Neovascular AMD

[0036] In this Phase | study, 21 subjects with neovascular AMD receivedasingle intravitreal (IVT)

dose of VEGFT. Five groupsof three subjects each received either 0.05, 0.15, 0.5, 2 or 4 mg of

VEGFT,and a sixth group of six subjects received 1 mg. No serious adverse events related to the

study drug, and no identifiable intraocular inflammation was reported. Preliminary results showed

that, following injection of VEGFT, a rapid decreasein foveal thickness and macular volume was

observed that was maintained through 6 weeks. At Day 43 across all dose groups, mean excess
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retinal thickness [excessretinal thickness = (retinal thickness — 179y)] on optical coherence

tomography (OCT) was reduced from 119to 27u as assessed by Fast Macular Scan and from

194u to 6OU as assessed using a single Posterior Pole scan. The mean increasein best corrected

visual acuity (BCVA) was 4.75 letters, and BCVA wasstable or improved in 95% of subjects. In the

2 highest dose groups (2 and 4 mg), the mean increase in BCVA was 13.5 letters, with 3 of 6

subjects demonstrating improvementof 23lines.

Example 2: PhaseIl Clinical Trial of Repeated Dosesof Intravitreally Administered VEGF
Receptor-Based Chimeric Molecule (VEGFT) in Subjects with Neovascular AMD

[0037] This study was a double-masked, randomized study of 3 doses (0.5, 2, and 4 mg)of

VEGFTtested at 4-week and/or 12-week dosing intervals. There were 5 treatment armsin this

study, as follows: 1) 0.5 mg every 4 weeks, 2) 0.5 mg every 12 weeks, 3) 2 mg every 4 weeks,4) 2

mg every 12 weeks and 5) 4 mg every 12 weeks. Subjects were dosedata fixed interval for the

first 12 weeks, after which they were evaluated every 4 weeksfor 9 months, during which additional

doses were administered based on pre-specified criteria. All subjects were then followed for one

yearafter their last dose of VEGFT. Preliminary data from a pre-plannedinterim analysis indicated

that VEGFT metits primary endpointof a statistically significant reduction in retinal thickness after

12 weeks compared with baseline (all groups combined, decrease of 135u, p < 0.0001). Mean

change from baseline in visual acuity, a key secondary endpoint of the study, also demonstrated

statistically significant improvement(all groups combined, increaseof 5.9 letters, p < 0.0001).

Moreover, patients in the dose groups that received only a single dose, on average, demonstrated a

decreasein excessretinal thickness (p < 0.0001) and an increasein visual acuity (p = 0.012) at 12

weeks. There were no drug-related serious adverse events, and treatment with the VEGF

antagonists was generally well-tolerated. The most common adverse events were thosetypically

associated with intravitreal injections.

Example 3: Phase| Clinical Trial of Systemically Administered VEGF Receptor-Based
Chimeric Molecule (VEGFT) in Subjects with Neovascular AMD

[0038] This study was a placebo-controlled, sequential-group, dose-escalating safety, tolerability

and bioeffect study of VEGFTby IV infusion in subjects with neovascular AMD. Groups of 8

subjects meeting eligibility criteria for subfoveal choroidal neovascularization (CNV) related to AMD

were assigned to receive 4 IV injections of VEGFT or placeboat doselevels of 0.3, 1, or 3 mg/kg

over an 8-weekperiod.

[0039] Most adverse events that were attributed to VEGFT were mild to moderate in severity, but

2 of 5 subjects treated with 3 mg/kg experienced dose-limiting toxicity (DLT) (one with Grade 4
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hypertension and one with Grade 2 proteinuria); therefore, all subjects in the 3 mg/kg dose group

did not enter the study. The mean percent changesin excessretinal thickness were: -12%, -10%,-

66%, and -60%for the placebo, 0.3, 1, and 3 mg/kg dose groups at day 15 (ANOVAp< 0.02), and -

5.6%, +47.1%, and -63.3% for the placebo, 0.3, and 1 mg/kg dose groups at day 71 (ANOVAp<

0.02). There was a numerical improvement in BCVAin the subjects treated with VEGFT. As would

be expected in such a small study, the results were notstatistically significant.

Example 4: PhaseIll Clinical Trials of the Efficacy, Safety, and Tolerability of Repeated
DosesofIntravitreal VEGFT in Subjects with Neovascular Age-Related Macular Degeneration

A. Objectives, Hypotheses and Endpoints

[0040] Two parallel PhaseIII clinical trials were carried out to investigate the use of VEGFTto

treat patients with the neovascular form of age-related macular degeneration (Study 1 and Study 2).

The primary objective of these studies was to assessthe efficacy of IVT administered VEGFT

compared to ranibizumab (Lucentis®, Genentech, Inc.), in a non-inferiority paradigm, in preventing

moderate vision loss in subjects with all subtypes of neovascular AMD.

[0041] The secondary objectives were (a) to assess the safety and tolerability of repeated IVT

administration of VEGFTin subjects with all sub-types of neovascular AMD for periods up to 2

years; and (b) to assess the effect of repeated IVT administration of VEGFT on Vision-Related

Quality of Life (QOL) in subjects with all sub-types of neovascular AMD.

[0042] The primary hypothesis of these studies wasthat the proportion of subjects treated with

VEGFTwith stable or improved BCVA (<15 letters lost) is similar to the proportion treated with

ranibizumab who havestable or improved BCVA,thereby demonstrating non-inferiority.

[0043] The primary endpoint for these studies was the prevention of vision loss of greater than or

equal to 15 letters on the ETDRSchart, compared to baseline, at 52 weeks. Secondary endpoints

were asfollows: (a) change from baseline to Week 52in letter score on the ETDRSchart; (b) gain

from baseline to Week 52 of 15 letters or more on the ETDRSchart; (c) change from baseline to

Week52 in total NEI VFQ-25 score; and (d) change from baseline to Week 52 in CNVarea.

B. Study Design

[0044] For each study, subjects were randomly assigned in a 1:1:1:1 ratio to 1 of 4 dosing

regimens: (1) 2 mg VEGFT administered every 4 weeks (2Q4); (2) 0.5 mg VEGFT administered

every 4 weeks (0.5Q4); (3) 2 mg VEGFT administered every 4 weeks to week 8 and then every 8

weeks (with sham injection at the interim 4-weekvisits when study drug was not administered

(2Q8); and (4) 0.5 mg ranibizumab administered every 4 weeks (RQ4). Subjects assigned to (2Q8)

received the 2 mg injection every 4 weeks to week 8 and then a sham injection at interim 4-week
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visits (when study drug is not to be administered) during the first 52 weeks of the studies. (No

sham injection were given at Week52).

[0045] The study duration for each subject was scheduled to be 96 weeksplusthe recruitment

period. For thefirst 52 weeks (Year 1), subjects received an IVT or sham injection in the study eye

every 4 weeks. (No sham injections were given at Week 52). During the second yearof the study,

subjects will be evaluated every 4 weeksand will receive IVT injection of study drug at intervals

determined by specific dosing criteria, but at least every 12 weeks. (During the second yearof the

study, sham injections will not be given.) During this period, injections may be given as frequently

as every 4 weeks,but no less frequently than every 12 weeks, according to the following criteria:(i)

increasein central retinal thickness of 2100 um compared to the lowest previous value as

measured by optical coherence tomography (OCT); or (ii) a loss from the best previous letter score

of at least 5 ETDRSletters in conjunction with recurrentfluid as indicated by OCT; or(iii) new or

persistentfluid as indicated by OCT; or (iv) new onset classic neovascularization, or new or

persistent leak on fluorescein angiography (FA); or (v) new macular hemorrhage;or(vi) 12 weeks

have elapsed since the previous injection. According to the present protocol, subjects must receive

an injection at least every 12 weeks.

[0046] Subjects were evaluated at 4 weeksintervals for safety and best corrected visual acuity

(BCVA) using the 4 meter ETDRSprotocol. Quality of Life (QOL) was evaluated using the NEI

VFQ-25 questionnaire. OCT and FA examinations were conducted periodically.

[0047] Approximately 1200 subjects were enrolled, with a target enrollment of 300 subjects per

treatment arm.

[0048] Tobeeligible for this study, subjects were required to have subfoveal choroidal

neovascularization (CNV) secondary to AMD. "Subfoveal" CNV was defined as the presenceof

subfoveal neovascularization, documented by FA,or presenceofa lesion thatis juxtafovealin

location angiographically but affects the fovea. Subjecteligibility was confirmed based on

angiographic criteria prior to randomization.

[0049] Only one eye wasdesignated as the study eye. For subjects who meteligibility criteria in

both eyes, the eye with the worse VA wasselected as the study eye. If both eyes had equal VA,

the eye with the clearest lens and ocular media and least amount of subfoveal scar or geographic

atrophy was selected. If there was no objective basis for selecting the study eye, factors such as

ocular dominance, other ocular pathology and subject preference were considered in making the

selection.

[0050] Inclusion criteria for both studies were as follows: (i) signed Informed consent; (ii) at least

50 years of age; (iii) active primary subfoveal CNV lesions secondary to AMD, including juxtafoveal

lesions that affect the fovea as evidenced by FAin the study eye; (iv) CNV at least 50% oftotal
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lesion size; (v) early treatment diabetic retinopathy study (ETDRS) best-corrected visual acuity of:

20/40 to 20/320 (letter score of 73 to 25) in the study eye; (vi) willing, committed, and able to return

for all clinic visits and completeall study-related procedures; and(vii) able to read, understand and

willing to sign the informed consent form (or, if unable to read due to visual impairment, be read to

verbatim by the person administering the informed consent or a family member).

[0051] Exclusion criteria for both studies were asfollows: 1. Any prior ocular(in the study eye) or

systemic treatment or surgery for neovascular AMD exceptdietary supplements or vitamins. 2. Any

prior or concomitant therapy with another investigational agent to treat neovascular AMD in the

study eye, except dietary supplements or vitamins. 3. Prior treatment with anti-VEGF agents as

follows: (a) Prior treatment with anti-VEGF therapy in the study eye wasnot allowed; (b) Prior

treatment with anti-VEGF therapyin the fellow eye with an investigational agent (not FDA approved,

e.g. bevacizumab) wasallowed up to 3 monthsprior to first dose in the study, and such treatments

were not allowed during the study. Prior treatment with an approved anti-VEGF therapyin the

fellow eye was allowed; (c) Prior systemic anti-VEGF therapy, investigational or FDA/Health

Canada approved, wasonly allowed up to 3 monthspriorto first dose, and was not allowed during

the study. 4. Total lesion size > 12 disc areas (30.5 mm2, including blood, scars and

neovascularization) as assessed by FA in the study eye. 5. Subretinal hemorrhagethatis either

50% or moreofthe total lesion area,orif the blood is under the fovea and is 1 or more disc areas in

size in the study eye.(If the blood is under the fovea, then the fovea must be surrounded 270

degreesbyvisible CNV.) 6. Scarorfibrosis, making up > 50% oftotal lesion in the study eye. 7.

Scar, fibrosis, or atrophy involving the center of the fovea. 8. Presence of retinal pigment epithelial

tears or rips involving the macula in the study eye. 9. History of any vitreous hemorrhagewithin 4

weeksprior to Visit 1 in the study eye. 10. Presence of other causes of CNV, including pathologic

myopia (spherical equivalent of -8 diopters or more negative, or axial length of 25 mm or more),

ocular histoplasmosis syndrome, angioid streaks, choroidal rupture, or multifocal choroiditis in the

study eye. 11. History or clinical evidence of diabetic retinopathy, diabetic macular edema or any

other vascular disease affecting the retina, other than AMD, in either eye. 12. Prior vitrectomyin

the study eye. 13. History of retinal detachment or treatment or surgery for retinal detachmentin

the study eye. 14. Any history of macular hole of stage 2 and abovein the study eye. 15. Any

intraocular or periocular surgery within 3 months of Day 1 on the study eye, exceptlid surgery,

which may not have taken place within 1 month of day 1, as long as it was unlikely to interfere with

the injection. 16. Prior trabeculectomyor otherfiltration surgery in the study eye. 17. Uncontrolled

glaucoma(defined asintraocular pressure greater than or equal to 25 mm Hg despite treatment

with anti-glaucoma medication) in the study eye. 18. Active intraocular inflammation in either eye.

19. Active ocular or periocular infection in either eye. 20. Any ocular or periocular infection within
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the last 2 weeksprior to Screening in either eye. 21. Any history of uveitis in either eye. 22. Active

scleritis or episcleritis in either eye. 23. Presenceor history of scleromalacia in either eye. 24.

Aphakia or pseudophakia with absence of posterior capsule (unlessit occurred as a result of a

yttrium aluminum garnet [YAG] posterior capsulotomy)in the study eye. 25. Previous therapeutic

radiation in the region of the study eye. 26. History of corneal transplant or corneal dystrophy in the

study eye. 27. Significant media opacities, including cataract, in the study eye which mightinterfere

with visual acuity, assessment of safety, or fundus photography. 28. Any concurrent intraocular

condition in the study eye (e.g. cataract) that, in the opinion of the investigator, could require either

medical or surgical intervention during the 96 week study period. 29. Any concurrent ocular

condition in the study eye which, in the opinion of the investigator, could either increase the risk to

the subject beyond whatis to be expected from standard proceduresofintraocularinjection, or

which otherwise mayinterfere with the injection procedure or with evaluation of efficacy or safety.

30. History of other disease, metabolic dysfunction, physical examination finding, or clinical

laboratory finding giving reasonable suspicion of a disease or condition that contraindicates the use

of an investigational drug or that might affect interpretation of the results of the study or render the

subject at high risk for treatment complications. 31. Participation as a subject in anyclinical study

within the 12 weeks prior to Day 1. 32. Any systemic or ocular treatment with an investigational

agentin the past 3 months prior to Day 1. 33. The use of long acting steroids, either systemically or

intraocularly, in the 6 months prior to day 1. 34. Any history of allergy to povidone iodine. 35.

Knownserious allergy to the fluorescein sodium for injection in angiography. 36. Presence of any

contraindications indicated in the FDA Approvedlabel for ranibizumab (Lucentis®). 37. Females

who were pregnant, breastfeeding, or of childbearing potential, unwilling to practice adequate

contraception throughout the study. Adequate contraceptive measures include oral contraceptives

(stable use for 2 or more cycles prior to screening); |UD; Depo-Provera®; Norplant® System

implants; bilateral tubal ligation; vasectomy; condom or diaphragm plus either contraceptive

sponge, foam or jelly.

[0052] Subjects were not allowed to receive any standard or investigational agents for treatment

of their AMD in the study eye other than their assigned study treatment with VEGFTorranibizumab

as specified in the protocol until they completed the Completion/Early Termination visit

assessments. This includes medications administered locally (e.g., IVT, topical, juxtascleral or

periorbital routes), as well as those administered systemically with the intent of treating the study

and/or fellow eye.

[0053] The study procedures are summarized asfollows:

[0054] Best Corrected Visual Acuity: Visual function of the study eye and the fellow eye were

assessed using the ETDRSprotocol (The Early Treatment Diabetic Retinopathy Study Group)at 4
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meters. Visual Acuity examiners were certified to ensure consistent measurement of BCVA. The

VA examiners were required to remain masked to treatment assignment.

[0055] Optical Coherence Tomography: Retinal and lesion characteristics were evaluated using

OCTon the study eye. At the Screen Visit (Visit 1) images were captured and transmitted for both

eyes. All OCT images were captured using the Zeiss Stratus OCT™with software Version 3 or

greater. OCT images were sent to an independent reading center where images were read by

masked readersat visits where OCTs were required. All OCTs were electronically archived at the

site as part of the source documentation. A subset of OCT images were read. OCT technicians

were required to be certified by the reading center to ensure consistency and quality in image

acquisition. Adequate efforts were made to ensure that OCTtechnicians at the site remained

masked to treatment assignment.

[0056] Fundus Photography and Fluorescein Angiography (FA): The anatomical state of the

retinal vasculature of the study eye was evaluated by funduscopic examination, fundus photography

and FA. At the Screen Visit (Visit 1) funduscopic examination, fundus photography and FA were

captured and transmitted for both eyes. Fundus and angiographic images weresent to an

independent reading center where images were read by masked readers. The reading center

confirmed subjecteligibility based on angiographic criteria prior to randomization. All FAs and

fundus photographs werearchivedatthe site as part of the source documentation. Photographers

were required to be certified by the reading center to ensure consistency and quality in image

acquisition. Adequate efforts were madeto ensurethat all photographers at the site remain

masked to treatment assignment.

[0057] Vision-Related Quality of Life: Vision-related QOL was assessed using the National Eye

Institute 25-Item Visual Function Questionnaire (NEI VFQ-25)in the interviewer-administered

format. NEI VFQ-25 was administered by certified personnel at a contracted call center. At the

screening visit, the sites assisted the subject andinitiated thefirst call to the call center to collect all

of the subject’s contact information and to complete the first NEI VFQ-25 on the phoneprior to

randomization and IVT injection. For all subsequentvisits, the call center called the subject on the

phone,prior to IVT injection, to complete the questionnaire.

[0058] Intraocular Pressure: Intraocular pressure (IOP) of the study eye was measured using

applanation tonometry or Tonopen. The same method of IOP measurement was used in each

subject throughoutthe study.

[0059]

C. Results Summary (52 Week Data)
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The primary endpoint (prevention of moderate or severe vision loss as defined above) was

metforall three VEGFT groups (204, 0.504 and 2Q8)in this study. The results from both studies

are summarized in Table 1.

Ranibizumab

0.5 mg monthly

(RQ4)

Table 1

VEGFT

0.5 mg monthly

(0.504)

VEGFT

2 mg monthly

(204)

VEGFT

2 mg every 8
weeks! (2Q8)

Maintenanceof vision* (% patients losing <15 letters) at week 52 versus baseli

Study 1 94.4% 95.9%** 95.1%**

Study 2 94.4% 96.3%** 95.6%**

Mean improvementin vision* (letters) at 52 weeks versus baseline (p-value vs

Study 1 8.1 6.9 (NS) 10.9 (p<0.01)

Study 2 9.4 9.7 (NS) 7.6 (NS)

95.1%**

95.6%** 
7.9 (NS)

8.9 (NS

  
 

[al Following threeinitial monthly doses
* Visual acuity was measured asthe total numberof letters read correctly on the Early Treatment
Diabetic Retinopathy Study (ETDRS) eye chart.
** Statistically non-inferior based on a non-inferiority margin of 10%, using confidence interval
approach (95.1% and 95% for Study 1 and Study2, respectively)
*“* Test for superiority
NS = non-significant

[0061]

greater mean improvementin visual acuity at week 52 versus baseline (secondary endpoint),

In Study 1, patients receiving VEGFT 2mg monthly (2Q4) achievedastatistically significant

compared to ranibizumab 0.5mg monthly (RQ4); patients receiving VEGFT 2mg monthly on

average gained 10.9 letters, compared to a mean8.1 letter gain with ranibizumab 0.5mg dosed

every month (p<0.01). All other dose groups of VEGFTin Study 1 and all dose groupsin Study 2

were notstatistically different from ranibizumabin this secondary endpoint.

[0062]

incidence of ocular treatment emergent adverse events was balancedacrossall four treatment

A generally favorable safety profile was observed for both VEGFT and ranibizumab. The

groupsin both studies, with the most frequent events associated with the injection procedure, the

underlying disease, and/or the aging process. The most frequent ocular adverse events were

conjunctival hemorrhage, macular degeneration, eye pain, retinal hemorrhage, and vitreous

floaters. The most frequent serious non-ocular adverse events weretypical of those reportedin

this elderly population who receiveintravitreal treatment for wet AMD; the mostfrequently reported

events werefalls, pneumonia, myocardial infarction, atrialfibrillation, breast cancer, and acute

coronary syndrome. There were no notable differences among the study arms.

Example 5: PhaseIl Clinical Trial of VEGFT in Subjects with Diabetic Macular Edema (DME)
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[0063] In this study, 221 patients with clinically significant DME with central macular involvement

were randomized, and 219 patients were treated with balanced distribution overfive groups. The

control group received macularlaser therapy at baseline, and patients wereeligible for repeat laser

treatments, but no more frequently than at 16 weekintervals. The remaining four groups received

VEGFTbyintravitreal injection as follows: Two groups received 0.5 or 2 mg of VEGFT once every

four weeks throughout the 12-month dosing period (0.5Q4 and 2Q4,respectively). Two groups

received threeinitial doses of 2 mg VEGFT onceeveryfour weeks(i.e., at baseline, and weeks 4

and 8), followed through week 52 byeither once every 8 weeks dosing (2Q8) or as needed dosing

with very strict repeat dosing criteria (PRN). Mean gains in visual acuity versus baseline were as

shownin Table 2:

 Table 2

Mean changein visual acuity at|Mean changein visual acuity at
week 24 versus baseline week 52 versus baseline

n (letters) (letters)

VEGFT 0.5 mg
monthly (0.5Q4) 

VEGFT 2 mg monthly
(2Q4) 

VEGFT 2 mg every 8
weeks! (2Q8)

VEGFT 2 mg as
needed! (PRN)
fl Following threeinitial monthly doses
**p < 0.01 versus laser

   
[0064] In this study, the visual acuity gains achieved with VEGFT administration at week 24 were

maintained or numerically improved up to completion of the study at week 52 in all VEGFT study

groups, including 2 mg dosed every other month

[0065] As demonstrated in the foregoing Examples, the administration of VEGFT to patients

suffering from angiogenic eye disorders (e.g., AMD and DME)at a frequency of once every 8

weeks, following a single initial dose and two secondary doses administered four weeks apart,

resulted in significant prevention of moderate or severe vision loss or improvementsin visual acuity.

Example 6: A Randomized, Multicenter, Double-MaskedTrial in Treatment Naive Patients
with Macular Edema Secondary to CRVO

[0066] In this randomized, double-masked, Phase 3 study, patients received 6 monthly injections

of either 2 mg intravitreal VEGFT (114 patients) or sham injections (73 patients). From Week 24 to
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Week52,all patients received 2 mg VEGFT as-needed (PRN) according to retreatment criteria.

Thus, "sham-treated patients" means patients who received sham injections once every four weeks

from Week 0 through Week20, followed byintravitreal VEGFT as needed from Week 24 through

Week 52. "VEGFT-treated patients" means patients who received VEGFTintravitreal injections

once every four weeks from Week0 through Week20,followed byintravitreal VEGFT as needed

from Week 24 through Week 52. The primary endpoint wasthe proportion of patients who gained

215 ETDRSletters from baseline at Week 24. Secondary visual, anatomic, and Quality of Life NEI

VFQ-25 outcomes at Weeks 24 and 52 were also evaluated.

[0067] At Week 24, 56.1% of VEGFT-treated patients gained 215 ETDRSletters from baseline vs

12.3% of sham-treated patients (P<0.0001). Similarly, at Week 52, 55.3% of VEGFT-treated

patients gained 215 letters vs 30.1% of sham-treated patients (P<0.01). At Week 52, VEGFT-

treated patients gained a mean of 16.2 letters vs 3.8 letters for sham-treated patients (P<0.001).

Mean numberof injections was 2.7 for VEGFT-treated patients vs 3.9 for sham-treated patients.

Mean changein central retinal thickness was -413.0 um for VEGFT-treated patients vs -381.8 um

for sham-treated patients. The proportion of patients with ocular neovascularization at Week 24

were 0% for VEGFT-treated patients and 6.8% for sham-treated patients, respectively; at Week 52

after receiving VEGFT PRN, proportions were 0% and 6.8% for VEGFT-treated and sham-treated.

At Week 24, the mean changefrom baseline in the VFQ-25total score was 7.2 vs 0.7 for the

VEGFT-treated and sham-treated groups; at Week 52, the scores were 7.5 vs 5.1 for the VEGFT-

treated and sham-treated groups.

[0068] This Example confirms that dosing monthly with 2 mgintravitreal VEGFT injection resulted

in a statistically significant improvementin visual acuity at Week 24 that was maintained through

Week52 with PRN dosing compared with sham PRN treatment. VEGFT was generally well

tolerated and had a generally favorable safety profile.

Example 7: Dosing Regimens

[0069] Specific, non-limiting examples of dosing regimens within the scope of the present

invention are as follows:

[0070] VEGFT 2 mg (0.05 mL) administered byintravitreal injection once every 4 weeks

(monthly).

[0071] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

8 weeks, followed by 2 mg (0.05 mL)via intravitreal injection once every 8 weeks.

[0072] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

8 weeks, followed by 2 mg (0.05 mL)via intravitreal injection on a less frequent basis based on
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visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0073] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthefirst

8 weeks, followed by 2 mg (0.05 mL)via intravitreal injection administered pro re nata (PRN) based

on visual and/or anatomical outcomes(as assessed by a physician or other qualified medical

professional).

[0074] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthefirst

12 weeks, followed by 2 mg (0.05 mL) via intravitreal injection once every 8 weeks.

[0075] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthefirst

12 weeks, followed by 2 mg (0.05 mL)via intravitreal injection on a less frequent basis based on

visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0076] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

12 weeks, followed by 2 mg (0.05 mL) via intravitreal injection administered pro re nata (PRN)

based on visual and/or anatomical outcomes(as assessed by a physician or other qualified medical

professional).

[0077] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

16 weeks, followed by 2 mg (0.05 mL)via intravitreal injection once every 8 weeks.

[0078] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthefirst

16 weeks, followed by 2 mg (0.05 mL) via intravitreal injection on a less frequent basis based on

visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0079] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

16 weeks, followed by 2 mg (0.05 mL) via intravitreal injection administered pro re nata (PRN)

based on visual and/or anatomical outcomes(as assessed by a physician or other qualified medical

professional).

[0080] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

20 weeks, followed by 2 mg (0.05 mL)via intravitreal injection once every 8 weeks.

[0081] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

20 weeks, followed by 2 mg (0.05 mL)via intravitreal injection on a less frequent basis based on

visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0082] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

20 weeks, followed by 2 mg (0.05 mL)via intravitreal injection administered pro re nata (PRN)
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based on visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0083] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

24 weeks, followed by 2 mg (0.05 mL)via intravitreal injection once every 8 weeks.

[0084] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

24 weeks, followed by 2 mg (0.05 mL)via intravitreal injection on a less frequent basis based on

visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0085] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

24 weeks, followed by 2 mg (0.05 mL)via intravitreal injection administered pro re nata (PRN)

based on visual and/or anatomical outcomes(as assessed by a physician or other qualified medical

professional).

[0086] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

28 weeks, followed by 2 mg (0.05 mL)via intravitreal injection once every 8 weeks.

[0087] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

28 weeks, followed by 2 mg (0.05 mL)via intravitreal injection on a less frequent basis based on

visual and/or anatomical outcomes (as assessed by a physician or other qualified medical

professional).

[0088] VEGFT 2 mg (0.5 mL) administered byintravitreal injection once every 4 weeksforthe first

28 weeks, followed by 2 mg (0.05 mL)via intravitreal injection administered pro re nata (PRN)

based on visual and/or anatomical outcomes(as assessed by a physician or other qualified medical

professional).

[0089] VEGFT 2 mg (0.05 mL) administered byintravitreal injection as a single initial dose,

followed by additional doses administered pro re nata (PRN) based on visual and/or anatomical

outcomes (as assessed by a physician or other qualified medical professional).

[0090] Variations on the above-described dosing regimens would be appreciated by personsof

ordinary skill in the art and are also within the scope of the present invention. For example, the

amount of VEGFT and/or volumeof formulation administered to a patient may be varied based on

patient characteristics, severity of disease, and other diagnostic assessments by a physician or

other qualified medical professional.

[0091] Anyof the foregoing administration regimens may be usedfor the treatmentof, e.g., age-

related macular degeneration (e.g., wet AMD, exudative AMD,etc.), retinal vein occlusion (RVO),

central retinal vein occlusion (CRVO; e.g., macular edema following CRVO), branch retinal vein

occlusion (BRVO), diabetic macular edema (DME), choroidal neovascularization (CNV; e.g., myopic

CNV), iris neovascularization, neovascular glaucoma, post-surgicalfibrosis in glaucoma,
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proliferative vitreoretinopathy (PVR), optic disc neovascularization, corneal neovascularization,

retinal neovascularization, vitreal neovascularization, pannus, pterygium, vascular retinopathy,etc.

SEQUENCES

[0092] SEQ ID NO:1 (DNA sequence having 1377 nucleotides):

ATGGTCAGCTACTGGGACACCGGGGTCCTGCTGTGCGCGCTGCTCAGCTGTCTGCTTCTCAC

AGGATCTAGTTCCGGAAGTGATACCGGTAGACCTTTCGTAGAGATGTACAGTGAAATCCCCGA

AATTATACACATGACTGAAGGAAGGGAGCTCGTCATTCCCTGCCGGGTTACGTCACCTAACAT

CACTGTTACTTTAAAAAAGTTTCCACTTGACACTTTGATCCCTGATGGAAAACGCATAATCTGG

GACAGTAGAAAGGGCTTCATCATATCAAATGCAACGTACAAAGAAATAGGGCTTCTGACCTGT

GAAGCAACAGTCAATGGGCATTTGTATAAGACAAACTATCTCACACATCGACAAACCAATACAA

TCATAGATGTGGTTCTGAGTCCGTCTCATGGAATTGAACTATCTGTTGGAGAAAAGCTTGTCTT

AAATTGTACAGCAAGAACTGAACTAAATGTGGGGATTGACTTCAACTGGGAATACCCTTCTTCG

AAGCATCAGCATAAGAAACTTGTAAACCGAGACCTAAAAACCCAGTCTGGGAGTGAGATGAAG

AAATTTTTGAGCACCTTAACTATAGATGGTGTAACCCGGAGTGACCAAGGATTGTACACCTGTG

CAGCATCCAGTGGGCTGATGACCAAGAAGAACAGCACATTTGTCAGGGTCCATGAAAAGGACA

AAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCT

TCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTG

GTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGT

GCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCG

TCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAAC

AAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC

ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCT

GCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCG

GAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGC

AAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCA

TGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA

[0093] SEQ 1D NO:2 (polypeptide sequence having 458 aminoacids):

MVSYWDTGVLLCALLSCLLLTGSSSGSDTGRPFVEMYSEIPEIIHMTEGRELVIPCRVTSPNITVTLK

KFPLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLTHRQTNTIIDVVLSPSHGI

ELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVNRDLKTQSGSEMKKFLSTLTIDGVTRS

DQGLYTCAASSGLMTKKNSTFVRVHEKDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV

TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV

SNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN

NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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[0094] The presentinvention is not to be limited in scope by the specific embodiments described

herein. Indeed, various modifications of the invention in addition to those described herein will

become apparentto those skilled in the art from the foregoing description and the accompanying

figures. Such modifications are intendedto fall within the scope of the appendedclaims.
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. LS. Patent and Trademark Glflce; US. DEPART MENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of Information unless il displays a valid OMB control number.

 DECLARATION (37 CFR 1.63) FOR UTILITY OR DESIGN APPLICATION USING AN

APPLICATION DATA SHEET(37 CFR 1.76)

Title of USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS
invention

 
 

As the below named inventor, | hereby declare that:  
This declaration r] The attached application,or
is directed to:

XX United States application or PCT International application number __13/940,370

 fledon_ July 12, 2013 :

The above-identified application was made or authorized to be made by me.

| beleve that } am the original inventor or an original joint inventor of a claimed invention in the application.

| hereby acknowledge that any willful false statement made fn this declaration is punishable under 18 U.S.C. 1001
by fine or imprisonmentof not more than (5) years, or both.

WARNING:

Petitioner/applicant is cautioned to avoid submitting personal information in documentsfiled in a patent application thal may
ontribute to identity theft. Personal information such as social security numbers, bank account numbers, or credit card numbers

(other than a check or credi{l card authorization form PTO-2038 submitted for payment purposes) is never required by the
USPTO te suppoit a petition or an application. tf this type of personal information Is Included in documents submitted to the
USPTO,pelitioners/applicanis should consider redacting such personalinformation from the documents before submitting them
o the USPTO.Petitioner/applicantis advised that the record of a patent application is available to the public after publication of
he application (unless a non-publication request in compliance with 37 CFR 1.213{a) is made in the application) or issuance of a
oatent. Furthermore, the record from an abandoned application may also be available to the public if the application is referenced
in @ published application or an issued patent (see 37 GFR 1.14). Checks and credit card authorization forms PTO-2038
ubmitted for payment purposes are not retained in the application fite and therefore are not publicly available.

LEGAL NAME OF INVENTOR

Inventor: JULS E Date (Optional) :

Signature: t_

Note: An application data sheet (PTO/SB/14 of equivalent}, including naming the entire inventive entity, must accompanythis form.
Use an additidnal PTO/AIA/G1 form for each additional inventor.

 
This collection of information is required by 35 U.S.C, 145 and 37 CFR 1.63. The infermation is raquired to obtain or retain a benefit by the public which isto file
fand by the USPTOto process} an apptication. Confidantiatily is governed by 35 U.S.C, 122 and 37 CFA 1.11 and 1.14. This collection is estimated to take 1 minute
to complete, including gathering, preparing, and submitting the completed application form to the USPTO.Time wil vary depending upon the individual case. Any
comments on the amountof fime you require to complete this form and/or suggestions far reducing this burden, should be sentto the Chief Information Officer, U.S,
Patent and Trademark Office, U.S, Depasiment of Commerce, P.O, Box 1450, Alexandria, VA 22913-1450. DO NOT SEND FEES OR COMPLETED FORMS TO
THIS ADDRESS. SEND TO: Commissioner for Patents, P.O, Box 1450, Alexandria, VA 22313-1450.

ifyou need assistance in completing the farm, calf 1-800-PTO-9199 and select option 2.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579} requires that you be given certain Information in connection
with your submission of the attached form related to a patent application or patent. Accordingly,
pursuant to the requirements of the Act, please be advised that: (1) the general authority for the
collection of this Information is 35 U.S.C. 2(b)(2); (2) furnishing of the Information solicited is voluntary;
and (3) the principal purposefor which the information is used by the U.S. Patent and Trademark
Office is to process and/or examine your submission related to a patent application or patent. If you do
not furnish the requested information, the U.S. Patent and Trademark Olfice may not be able to
process and/or examine your submission, which may result in termination of proceedings or
abandonmentof the application or expiration of the patent.

 

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form willbe treated confidentially to the extent allowed under the
Freedom of information Act (5 U.S.C, 552) and the Privacy Act (5 U.S.C 552a). Records from
this system of records may be disclosed to the Deparlmentof Justice to determine whether
disclosure of these records is required by the Freedom ofInformation Act.

2. Arecord from this system of records may be disclosed, as a routine use, in the course of
presenting evidence to a court, magistrate, or administrative tribunal, including disclosuresto
opposing counselin the course of settlement negotiations.

3. Arecard in this system of records may be disclosed, as a routine use, to a Memberof
Congress submitting a request Involving an individual, to whom the record pertains, when the
individual has requested assistance from the Memberwith respect to the subject mattar of the
record,

4. Arecord in this system of records may be disclosed, as a routine use, to a contractor of the
Agency having need for the information in order io perform a contract. Recipients of
infermation shail be required to comply with the requirements of ihe Privacy Act of 1974, as
amended, pursuant to 5 U.S.C. 582a(m)}.

5. Arecord related to an International Application filed under the Patent Coaperation Treaty in
this system of records may be disclosed, as a routine use, to the International Bureau of the
World intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

6. Arecord in this system of records may be disclosed, as a routine use, to another federal
agency for purposes of National Security review (35 U.S.C. 181) and for review pursuant to
the Atomic Energy Act (42 U.S.C. 218(c)).

7, Arecord from this system of records may be disclosed, as a routine use, to the Administrator, i
General Services, or his/her designee, during an inspection of records conducted by GSA as i
part of that agency's responsibilily to recommend improvements in records management
practices and programs, under authority of 44 U.S.C. 2964 and 2906. Such disclosure shall
be made in accordance with ihe GSA regulations governing inspection of records forthis
purpose, and any otherrelevant ( ie., GSA or Commerce) directive, Such disclosure shall not
be used to make determinations about individuals.

8. Arecord from this system of records may be disclosed, as a rouline use, to ihe public after
liner publication of the application pursuant to 35 U.S.C. 122{(b) or issuance of a patent
pursuant to 35 U.S.C. 151. Further, a recotd may bedisclosed, subjectto the limitations of 37
CFR 1.14, as a routine use, to the public if the record wasfiled in an application which
became abandonedor in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspection or an
issued patent.

9. Arecord from this system of records may be disclosed, as a routine use, to a Federal, State,
or local law enforcement agency,if the USPTO becomes awareof a violation or potential
Violation of law or regulation.

10.
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Electronically Filed 12/4/2020

FORMTION

DISCLOSURE STATEMENT

December 4, 2020

Group Art Unit To Be Assigned

Addressto: To Be Assigned

Commissioner for Patents Title:
P.O. Box 1450 E Di lon”
Alexandria, VA 22313-1450 ye Ltsoraers

“Use ofa VEGF Antagonist to Treat Angiogenic
 

Sir:

Applicant submits herewith documents which may be material to the examination of this application

and in respect of which there may be a duty to disclose in accordance with 37 C.F.R. § 1.56. This submission

is not intended to constitute an admission that any documentreferred to therein is "prior art" for this invention

unless specifically designated as such. A listing of the documents is shown on enclosed Form PTO/SB/08A.

The publications discussed herein are provided to comply with the duty to disclose in accordance

with 37 C.F.R. § 1.56. However, nothing herein is to be construed as an admission that the present

invention is not entitled to antedate such publication by virtue of prior invention. Further, the dates of

publication provided maybe different from the actual publication dates which may needto be

independently confirmed

The Examineris requested to make the documentslisted on the enclosed PTO/SB/08A of record in this

application. Applicants would appreciate the Examinerinitialing and returning the initialed copy of form

PTO/SB/08A,indicating the documents cited therein have been considered and made of record herein.

All of the references identified herein were disclosed in parent application serial number 17/072,417,

and as such, copies thereof are not included pursuantto the provisions of 37 CFR § 1.98(d).

Statements

ESSERESESSSESSSSSSSSSSSAAAS,

LC] PTA Statement under 37 CFR § 1.704(d)(1): Each item of information contained in

the information disclosure statement filed herewith:

(1) Wasfirst cited in any communication from a patentoffice in a counterpart foreign or

international application or from the Office, and this communication wasnot received

by any individual designated in § 1.56(c) more than thirty dayspriorto thefiling of the

information disclosure statement; or
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Gi) Is a communication that was issued by a patent office in a counterpart foreign or

international application or by the Office, and this communication was not received by

any individual designated in § 1.56(c) more than thirty days prior to the filing of the

information disclosure statement.

[] IDS Statement under 37 CFR § 1.97(e)(1): Each item of information contained in the

information disclosure statement wasfirst cited in any communication from a foreign

patent office in a counterpart foreign application not more than three monthspriorto the

filing of the information disclosure statement; or

[] IDS Statement under 37 CFR § 1.97(e)(2): No item of information contained in the

information disclosure statement was cited in a communication from a foreign patent

office in a counterpart foreign application, and, to the knowledge of the person signing

the certification after making reasonable inquiry, no item of information contained in

the information disclosure statement was known to any individual designated in §

1.56(c) more than three months prior to the filing of the information disclosure

statement.
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Fees

Xx No fee is believed to be due.

[| The appropriate fee set forth in 37 C.ER. §1.17(p) accompaniesthis information disclosure
statement.

The Commissioner is hereby authorized to charge any underpaymentoffees uptoastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due with

any communication for the above-referenced patent application, including but not limited to any necessary fees

for extensions of time, or credit any overpaymentof any amount to Deposit Account No. 50-0815, order

number REGN-O008CIPCONS8.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date:_December4, 2020 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic

Reg. No. 28,807

 

BOZICEVIC, FIELD & FRANCIS LLP

201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065
Telephone: (650) 327-3400
Facsimile: (650) 327-3231
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Application Number To Be Assigned
 

Filing Date 2020-12-04 
INFORMATION DISCLOSURE First Named Inventor George D. YANCOPOULOS
 

STATEMENTBY APPLICANT Art Unit To Be Assigned
 

Examiner Name To Be Assigned
  

Attorney Docket Number
 

REGN-008CIPCON8

U.S. PATENT DOCUMENTS
Examiner Patent Number Issue Date

Initial* . YYYY-MM-DD
Number-Kind Gode(if known)

Nameof Patentee or
Applicant of Cited Document

Pages, Columns,Lines, Where
Relevant Passagesor Relevant

Figures Appear
 

7070959 2006-07-04 Papadopoulos
 

7303746 2007-12-04 Wiegand
 

7303748 2007-12-04 Wiegand
 

7306799 2007-12-11 Wiegand
 

7396664 2008-07-08 Daly et al.
 

8092803 2012-01-10 Furfine etal. 

9254338 2016-02-09 Yancopoulos
|s6e9069|2017-06-06|Yancopoulos,=|
[10130681|2018-11-20|Yancopoulos,=|
[10406226|2019-09-10|Dixetal.=|
[104649922019-11-05Furfineetal|

U.S. PATENT APPLICATION PUBLICATIONS
Examiner i Publication Date Nameof Patentee or Pages, Columns, Lines, Where

Initial* . YYYY-MM-DD Applicant of Cited Document Relevant Passagesor Relevant
Number-Kind Code(if known) Figures Appear
2003/0171320

2005/0163798

2005/0260203

2006/0058234

2006/01 72944

2007/0190058

2008/0220004

2019/0290725

2019/0388539

2020/0017572

 

2003-09-11

2005-07-28

2005-11-24

2006-03-16

2006-08-03

2007-08-16

2008-09-11

2019-09-26

2019-12-26

2020-01-16

Guyer
Papadopoulosetal.
Wiegandetal.
Daly et al.
Wiegandetal.
Shams

Wiegandetal.
Vitti et al.

Dix et al.

Furfine et al.
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FOREIGN PATENT DOCUMENTS

Publication Date Nameof Patentee or
YYYY-MM-DD Applicant of Cited Document

 

Pages, Columns,Lines,
Where Relevant Passages

or Relevant Figures
Appear

Foreign Document Number
 

Examiner Country Code-Number-Kind Code(if
Initial* : known)
 

WO 2006/047325 2006-03-04 Genentech, Inc. 

Regeneron
WO 2000/75319 Pharmaceuitcals, Inc.2000-12-14
 

Regeneron
Pharmaceuticals, Inc.

RegeneronS| 4|WO 2005/000895 A2|2005-01-05 Pharmaceuticals, Inc.
RegeneronS| 5|WO 2007/022101 A2|2007-02-22 Pharmaceuticals, Inc.

3|WO 2004/106378 A2|2004-12-09

     
Examiner
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INFORMATION DISCLOSURE Filing Date 2020-12-04
First Named Inventor George D. YANCOPOULOS 

STATEMENTBY APPLICANT Art Unit To Be Assigned 
Examiner Name To Be Assigned 

Examiner Cite
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Attorney Docket Number REGN-008CIPCON8

FOREIGN PATENT DOCUMENTS

— Publication Date Nameof Patentee or Pages. Columns, LinesForeign Document Number YYYY-MM-DD Applicant of Cited Document ges,
Where Relevant Passages TcountycaenonbrtntcaeCode-Number-Kind Code(i or Relevant Figuresknown Appear

6|wo 2008/063932 2008-05-2805-29 [Gonontech,inc.|Inc.
See WO 2008/063932

JP 2010-509369 2010-03-25 Genentech, Inc.orenaichEquivalent|_|
Pharmaceuticals. Inc.

Examin
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Initials*

NON PATENT LITERATURE DOCUMENTS

Include nameof the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book,
magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher, city and/or

rT1 16/055,847 — Third Party Submissions dated May 1, 2019

fT2 16/159,282 — Third Party Submissions dated May 31, 2019

ANONYMOUS *‘Lucentis (rangibizymabinjection) Intravitreal Injection” pp. 103 (June 2006)Te ANONYMOUS“Anti-VEGF 2019: The State of the Art” Review of Ophthalmology (published
August 5, 2019

BARBAZETTO, “Dosing Regimen And The Frequency Of Macular Hemorrhages In
Neovascular Age-Related Macular Degeneration Treated With Ranibizumab.” Retina,

Pfa|Bayer Investor News, “Bayer and RegeneronStart additional Phase 3 Study for VEGF Trap-Eye in Wet Age-related Macular Degeneration.” (May 8, 2008

Fa|BayerInvestor News, “VEGF Trap-Eye: New Data Confirm Successesin the Treatmentof

Examiner
Signature

Age-related Macular Degeneration” (September 28, 2008

BENZet al. “CLEAR-IT-2: Interim Results Of The Phase II, Randomized, Controlled Dose-
and Interval-ranging Study Of Repeated Intravitreal VEGF Trap
Administration In Patients With Neovascular Age-related Macular Degeneration (AMD)”
ARVO Annual Meeting

BOYER, “A Phase Illb Study to Evaluate the Safety of Ranibizumab in Subjects with
Neovascular Age-related Macular Degeneration.” Ophthalmology, 116(9):1731-39

BROWN, “Ranibizumab versus Verteporfin for Neovascular Age-Related Macular
Degeneration.” N Engl J Med, 355(14):1432-44 (October 5, 2006

BROWN, “Primary Endpoint Results of a PhaseII Study of Vascular Endothelial Growth
Factor Trap-Eye in Wet Age-related Macular Degeneration.” Ophthalmology, 118(6):1089-

BROWN, “Long-term Outcomes of Ranibizumab Therapy for Diabetic Macular Edema: The
36-Month Results from Two phase Ill Trials.” Ophthalmology, 120(10):2013-22 (October

BROWNINGetal. “Aflibercept for age-related macular degeneration: a game-changeror
quiet addition?” American Journal of Ophthalmolog

TeConsidered
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examin Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book,
Initials* » [magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher, city and/or

CAMPOCHIAROetal. “Ranibizumab for Macular Edema Dueto Retinal Vein Occlusions

Implication of VEGF as a Critical Stimulator” Molecular Therap

CAMPOCHIARO, “Ranibizumab for Macular Edema following Branch Retinal Vein
Occlusion: six-month primary end point results of a phase Ill study.” Ophthalmology,

CAMPOCHIARO, “Sustained Benefits from Ranibizumab for Macular Edema following
Central Retinal Vein Occlusion: Twelve-Month Outcomes of a phase Ill Study.”
Ophthalmology, 188(10):2041-49 (October 2011

CAO, “A Subretinal Matrigel Rat Choroidal Neovascularization (CNV) Model and Inhibition
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Regeneron SEC Form 8-K Exhibit: “Presentation entitled VEGF Trap-Eye in CRVO: 1-
ear Results of the Phase 3 COPERNICUS Study” (August 22, 2011

Regeneron SEC Form 8-K Exhibit: “Press Release Announcing FDA Approval of EYLEA™
(aflibercept) Injection for the Treatment of Wet Age-Related Macular
Degeneration, dated November 18, 2011” (November 21, 2011

Regeneron Press Release “Positive Interim Phase 2 Data Reported For VEGF Trap-Eye
In Age-Related Macular Degeneration” (March 27, 2007

Regeneron Press Release “VEGF TRAP-Eye Phase 2 Wet AMD Results Reported At
Arvo Annual Meeting” (May 9, 2007

Regeneron Press Release “Regeneron Reports Second Quarter Financial And Operating
Results” (August 1, 2007

Regeneron Pharmaceuticals, Inc., “Regeneron and Bayer Healthcare Initiate Phase 3
Global Development Program for VEGF Trap-Eye In Wet Age-Related Macular
Degeneration (AMD)” (August 2, 2007

Regeneron Pharmaceuticals, Inc. FORM 10-Q, published on 7 November 2007for the
period ending 30 September 2007

Regeneron Press Release “Regeneron AnnouncesPositive Primary Endpoint Results
From A Phase 2 Study Of VEGF Trap-Eye In Age-Related Macular Degeneration”
October 1, 2007

Regeneron Press Release “Regeneron Reports Fourth Quarter And Full Year 2007
Financial And Operating Results” (February 27, 2008

Regeneron Pharmaceuticals, Inc., “Regeneron and Bayer HealthCare Announce
Encouraging 32-Week Follow-up Results from a Phase 2 Study of VEGF Trap-Eyein
Age-Related Macular Degeneration”

Regeneron, Press release “Regeneron Reports First Quarter 2008 Financial and
Operating Results”, May 1, 2008.

Regeneron Press Release, “Bayer and Regeneron DoseFirst Patient in Second Phase 3
-Eye in Wet Age-Related Macular Degeneration.” May 8, 2008

Regeneron Pharmaceuticals Inc., “CLEAR-IT-2: Interim Results Of The PhaseII,
Randomized, Controlled Dose-and Interval-ranging Study Of RepeatedIntravitreal VEGF
Trap Administration In Patients With Neovascular Age-related Macular Degeneration
(AMD)” poster presented at the 2007 Association for Research in Vision and

Regeneron Pharmaceuticals Inc., “An Exploratory Study of the Safety, Tolerability and
Biological Effect of a Single Intravitreal Administration of VEGF Trap in Patients with
Diabetic Macular Edema”poster presented at the 2007 Association for Research in Vision

Regeneron Pharmaceuticals Inc., “Optical Coherence Tomography Outcomes of a Phase
1, Dose-Escalation, Safety, Tolerability, and Bioactivity Study of Intravitreal VEGF Trap in
Patients with Neovascular Age-Related Macular Degeneration: The CLEAR-IT 1 Study”
poster presented at the 2007 Association for Research in Vision and Ophthalmology
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Regeneron Pharmaceuticals, Inc., “Regeneron and Bayer HealthCare Announce VEGF
Trap-Eye Achieved Durable Improvementin Vision over 52 Weeks in a Phase 2 Studyin
Patients with Age-related Macular Degeneration” (August 19, 2008

Regeneron Pharmaceuticals Inc., “ VIEW 1 Vascular Endothelial Growth Factor (VEGF)
Trap-Eye 1-Year Results: Investigation of Efficacy and Safety in Wet Age-Related
Macular Degeneration (AMD) ” presented at Bascom PalmerEyeInstitute's Angiogenesis,
Exudation and Degeneration 2011 meeting in Miami, Florida (Februar

Regeneron Pharmaceuticals Inc., “ VIEW 2 Vascular Endothelial Growth Factor (VEGF)
Trap-Eye 1-Year Results: Investigation of Efficacy and Safety in Wet Age-Related
Macular Degeneration (AMD) ” presented at Bascom PalmerEyeInstitute's Angiogenesis,
Exudation and Degeneration 2011 meeting in Miami, Florida (Februar

Regeneron Pharmaceuticals Inc., “VEGF Trap-Eye CLEAR-IT 2 Final Primary Endpoint
Results” presented at the 2007 Retina Society Conference in Boston, Massachusetts
September 30, 2007

Regeneron Pharmaceuticals Inc., “VEGF Trap-Eye Final Phase 2 Results in Age-related
167|Macular Degeneration Presented at 2008 Retina Society Meeting” (September 28, 2008)

Regeneron 2008 Annual Report

Regeneron Pharmaceuticals, Inc. “Regeneron Reports Full Year and Fourth Quarter 2008
Financial and Operating Results” (February 26, 2009

Regeneron Pharmaceuticals, Inc. “Bayer and Regeneron Extend Development Program
for VEGF Trap-Eye to Include Central Retinal Vein Occlusion” (April 30, 2009

Regeneron Press Release “First Patient Enrolled In Regeneron And Bayer Healthcare
VEGF Trap-Eye Phase 3 Program In Central Retinal Vein Occlusion” (July 23, 2009

Regeneron Press Release “Enrollment Completed in Regeneron and Bayer HealthCare
Phase 3 Studies of VEGF Trap-Eye in Neovascular Age-Related Macular Degeneration
Wet AMD)” September 14, 2009

173

Regeneron Press Release, “VEGF Trap-Eye Shows Positive Results in a Phase 2 Study
in Patients With Diabetic Macular Edema.” February 18, 2010

Regeneron Press Release “Regeneron Schedules November22, 2010 Teleconference
175|And Webcast To Discuss Results Of Two Phase 3 Studies With VEGF Trap-Eye In Wet

Age-Related Macular Degeneration” (November 19, 2010

Regeneron Press Release “Bayer and Regeneron Report Positive Top-Line Results of
176|Two Phase 3 Studies with VEGF Trap-Eye in Wet Age-related Macular Degeneration”

November22, 2010

Regeneron Press Release “Regeneron and Bayer Report Positive Results for VEGF
Trap-Eye in Phase 3 Study in Central Retinal Vein Occlusion (CRVO) and in Phase 2

in Diabetic Macular Edema (DME)” December20, 2010

178|Regeneron 2010 Annual Report and 10-K

Regeneron Press Release “Regeneron And BayerStart Phase 3 Trial To Extend
179|Ophthalmology Research & Development Program For VEGF Trap-EyeIn Asia” (January

18, 2011
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Regeneron Press Release “Regeneron To Webcast Investor Briefing On VEGF Trap-Eye
Clinical Program On Sunday, February 13th At 9 Am Et” (February 9, 2011

Regeneron Press Release “Regeneron Submits Biologics License Application To FDA For
VEGF Trap-Eye For Treatment Of Wet Age-Related Macular Degeneration” (February 22,

Regeneron Press Release “Regeneron And Bayer Announce Start Of Phase 3 Clinical
Program In Diabetic Macular Edema”(April 8, 2011

Regeneron Pharmaceuticals, Inc., “FDA Grants Priority Review for VEGF Trap-Eye for the
Treatment of Wet Age-Related Macular Degeneration” (April 18, 20114

Regeneron Press Release “VEGF Trap-Eye Submitted for EU Marketing Authorization for
Treatment of Wet Age-Related Macular Degeneration (June 7, 2011

Regeneron Pharmaceuticals, Inc., “Regeneron Announces EYLEA™(aflibercept
ophthalmic solution) Receives Unanimous Recommendation for Approval for Treatment of
Wet AMD from FDA Advisory Committee” (June 17, 2011)

Regeneron Press Release “Regeneron AnnouncesClinical Presentations at ASRS 2011
Annual Meeting” (August 17, 2011

Regeneron Pharmaceuticals, Inc., “Two Year Results of Phase 3 Studies with EYLEA™
(aflibercept) Injection in wet AMD Show Sustained Improvement in Visual Acuity”

REGILLOetal., “Randomized, Double-Masked, Sham-Controlled Trial of Ranibizumabfor
Neovascular Age-related Macular Degeneration: OIER Study Year 1” American Journal
of Ophthalmolog 2):239-248 (2008

ROSENFELD, “Ranibizumab for Neovascular Age-Related Macular Degeneration.” N
Engl J Med, 355(14):1419-31 (October 5, 2006

ROSENFELD, “Lessons Learned From Avastin and OCT-The Great, the Good, the Bad,
and the Ugly: The LXXV Edward Jackson Memorial Lecture.” Am. J. Ophthalmology,
204:26-45 (August 2019)

RUDGEet al., “VEGF Trap complex formation measures production rates of VEGF,
providing a biomarkerfor predicting efficacious angiogenic blockade” PNAS (November

SCHMIDT-ERFURTH, “Efficacy and Safety of Monthly versus Quarterly Ranibizumab
Treatment in Neovascular Age-related Macular Degeneration: The EXCIE Study”
Ophthalmolog
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SCHMIDT-ERFURTHetal. “Primary Results of an International PhaseIII Study Using
Intravitreal VEGF Trap-Eye Compared to Ranibizumabin Patients with Wet AMD (VIEW

” ARVO Annual Meeting Abstract (Apri

SCHMIDT-ERFURTH, “Three-Year Outcomesof Individualized Ranibizumab Treatment
in Patients with Diabetic Macular Edema.” Ophthalmolog

SCHMIDT-ERFURTHetal., “Intravitreal Aflibercept Injection for Neovascular Age-related
Macular Degeneration” Ophthalmology (2014) 121:193-201

SCHNICHELS, “Comparative toxicity and proliferation testing of aflibercept, bevacizumab
and ranibizumab on different ocular cells.” Br. J. Ophthalmol., 97:917-923 (2013

SEMERAROetal., “Aflibercept in wet AMD: specific role and optimal use” Drug Design,
Development and Therapy (August 2, 2013) 7:711-722

SHARMAand S. AND KAISER, P. K., Update on VEGF TRAP-EyeClinical Trials and
Retinal. Physician, pp. 1-6 (Nov/Dec 2010) <URL:
https://www.retinalphysician.com/issues/20 1 0/nov-dec/update-on-vegf-trap-eye-clinical-
trials>

SIMO AND HERNANDEZ,“Advancesin Medical Treatment of Diabetic Retinopathy”
Diabetes Care, 32(8):1556-1562 (August 2009

SLAKTERetal., “Influence of Baseline Angiographic Classification on Outcomesin the
CLEAR-IT 2 Phase 2 Studyof Intravitreal VEGF Trap-Eyeiin Neovascular Age-Related
Macular Degeneration” ARVO Annual Meeting A

SLAKTERet al., “A Phase 2, Randomized, Controlled Dose-and Interval-Ranging Study
of Intravitreal VEGF Trap-Eye in Patients with Neovascular Age-Related Macular

Degeneration: Optical Coherence Tomography (OCT) and Fluorescein Angiography (FA)
Outcomes at 1 Year” ARVO Annual Meeting A

Slides for the 2008 Retina Society Meeting “VEGF Trap-Eye in Wet AMD CLEAR-IT 2:
Summary of One-Year Key Results”, September 28, 2008.

SPAIDE, “Ranibizumab According to Need: A Treatment for Age-related Macular
Degeneration.” Am J Ophthalmolog

STEWART, "The expanding role of vascular endothelial growth factor inhibitors in
opthamology” Mayo Clin Proc. 87(1):77-88 (January 2012

STEWARTet al., “Predicted biological activity of intravitreal VEGF Trap”British Journalof
Ophthalmolog

|_|209|STEWART,“Aflibercept” Nature Reviews: Drug Discovery 11:269-270 (04/01/2012)
TANNOCKetal., “Aflibercept versus placebo in combination with docetaxel and
prednisone for treatment of men with metastatic castration-resistant prostate cancer
VENICE): a phase 3, double-blind randomizedtrial” Lancet Oncol (2013) 14:760-768

THOMAS REUTERS INTEGRITY "VEGF Trap-Eyefinal phaseII results in age-related
macular degeneration presented at 2008 Retina Society Meeting" (September 28, 2008

THURSTON, “Vascular endothelial growth factor and other signaling pathwaysin
developmental and pathologic angiogenesis.” International Journal of Hematology, 80:7-
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Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730118201327424.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT01012973_01252011_27433.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 11 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730126201227428.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730130201327423.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730209201027442.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 11 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730220201227427.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730316201027441.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT0101297304082011_27432.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730416201027440.1
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Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT0101297306232011_27431.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730722201027439.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730825201027438.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730826201027437.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730908201027436.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT01012973_09192011_27430.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731004201027435.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731023201227426.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731027201327422.1
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Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731101201027434.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731113200927444.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT0101297311292011 _27429.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731218201227425.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731221201027443.1

Vascular Endothelial Growth Factor Trap&#8208; Eye Investigation of Efficacy and Safety
in Central Retinal Vein Occlusiontitle, 8 pages, 11/12/2009, US [Cited in Third Party
Observationsfiled in parent application USSN 16/055,847 for which a copyis
unavailable on PAIR] NOTE: May correspond to “Information from ClinicalTrials.gov
archive on the view of NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-
Eye: Investigation of Efficacy and Safety in Central Retinal Vein Occlusion
(CRVO)(GALILEO) 7 pages, first posted 11/13/2009; results first posted 11/22/2012; last

poateposted 11/3/14; printed 12/4/19hicalir s.aov/cle/show/siuey/NCTOIO12973)" cited by the Examinerin the
n dated 12/10/19 in USSN 16/055,847

WACHSBERGER, “VEGF trap in combination with aor|improves tumorcontrolin* Int. J. Radiation OncologWHODrug Information, *‘International Nonproprietary Names for Pharmaceutical
Substances (INN)” 20(2):115-119 (2006

WOLFSON, “Regeneron Focuses on Age-Related Macular Degeneration.” Chemistry &
Biology 15:303-304 (April 2008

XIA et al., “Transgenic delivery of VEGF to mouseskin leads to an inflammatory condition
resembling human psoriasis” Blood (July 1, 2003) 102(1):161-168

YANCOPOULOS,“Vascular-specific growth factors and blood vessel formation.” Nature
407:242-48 (September 14, 2000
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YANCOPOULOS,“Clinical Application of Therapies Targeting VEGF.” Cell 143:13-16
October 1, 2010

YUNG, “Moving Toward the Next Steps in Angiogenesis Therapy?” Society for Neuro-
Oncology, 10:939 (2008
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REMARKS UNDER 37 CFR § 1.115

Formal Matters

Claims 21-54 are pending after entry of the amendmentsset forth herein.

Original claims 1-20 are canceled without prejudice.

Claims 21-54 are added here.

Support for new claims 21-54 can be found in originally pending now canceled claims 1-20, and

throughoutthe specification.

No new matter has been added.

SEQUENCE LISTING

Applicants submit herewith the attached SequenceListing in .txt format. As set out in MPEP

§2422.03(a), the Office has advised that if the sequencelisting text file submitted via EFS-Web complies

with the requirements of 37 CFR 1.824(a)(2)-(6) and (b)(1.e., is a compliant sequencelisting ASCII text

file), the text file will serve as both the paper copy required by 37 CFR 1.821(c) and the computer

readable form (CRF) required by 37 CFR 1.821(e). Further, per MPEP §2422.03(a), neither (1) a second

copy of the sequencelisting in a PDFfile; nor (2) a statement under 37 CFR 1.821(f) (indicating that the

paper copy and CREcopy of the sequencelisting are identical) should be submitted.

The Sequence Listing was prepared with the software FASTSEQ for Windowsversion 4.0, and

conformsto the Patent Office guidelines. Applicant respectfully submits that the subject application is

in adherence to 37 CFR §§ 1.821-1.825. [hereby certify that the enclosed submission includes no new

matter.

Applicants respectfully submit that the present patent application is now in compliance with 37

CFR §§ 1.821-1.825.

STATEMENT UNDER 37 C.E.R. §§1.56 AND 1.2 

Applicants hereby advise the Examinerofthe status of a co-pending application in compliance

with the Applicant’s duty to disclose under 37 C.F.R. §§1.56 and 1.2 ( see also MPEP §2001.06(b)) as

discussed in McKesson Info. Soln. Inc., v. Bridge Medical Inc., 487 F.3d 897; 82 USPQ2d 1865 (Fed.

Cir. 2007).
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The Applicant wishes to bring to the Examiner’s attention U.S. Patent Application No.

13/940,370, filed July 12, 2013 which issued on February 9, 2016 as U.S. Patent 9,254,338.

The Applicant wishes to bring to the Examiner’s attention U.S. Patent Application No.

14/972,560, filed December 17, 2015 which issued on June 6, 2017 as U.S. Patent No. 9,669,069.

The Applicant wishes to bring to the Examiner’s attention U.S. Patent Application No.

15/471,506, filed March 28, 2017 which issued on November 20, 2018 as U.S. Patent No. 10,130,681.

The Applicant wishes to bring to the Examiner’s attention U.S. Patent Application No.

16/055,847, filed August 6, 2018 which will issue on December8, 2020 as U.S. Patent No. 10,857,205.

The Applicant wishes to bring to the Examiner’s attention U.S. Patent Application No.

16/159,282, filed October 12, 2018 which issued on November 10, 2020 as U.S. Patent No. 10,828,345.

The Applicant wishes to bring to the Examiner’s attention co-pending U.S. Patent Application

No. 16/397,267, filed April 29, 2019 for which a Notice of Allowance was mailed on November12,

2020.

The Applicant wishes to bring to the Examiner’s attention co-pending U.S. Patent Application

No. 17/072,417, filed October 16, 2020 for which no actions have been mailed.

The Applicant wishes to bring to the Examiner’s attention co-pending U.S. Patent Application

No. 17/112,063, filed December 4, 2020 which wasfiled concurrently with the above-referenced patent

application.

These documents are available on PAIR,and thus are not provided with this

communication. Please inform the undersigned if there is any difficulty in obtaining the documents

from PAIR.

CONCLUSION

Applicant submits that all of the claims are in condition for allowance, which action is requested.

If the Examiner finds that a telephone conference would expedite the prosecution of this application,

please telephone the undersigned at the numberprovided.
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The Commissioneris hereby authorized to charge any underpaymentof fees up toastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due

with any communication for the above referenced patent application, including but not limited to any

necessary fees for extensions of time, or credit any overpayment of any amount to Deposit Account No.

50-0815, order number REGN-008CIPCONS.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date: 4 December 2020 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic, Reg. No. 28,807

Bozicevic, Field & Francis LLP
201 Redwood Shores Parkway, Suite 200
RedwoodCity, California 94065
Telephone: (650) 327-3400
Direct: (650) 833-7735
Facsimile: (650) 327-3231
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AMENDMENTSTO THE CLAIMS

1. - 20. (Canceled)

21. (New) A method of treating an angiogenic eye disorder in a patient in need thereof

comprising sequentially administering to the patient a single initial dose of 2 mg ofaflibercept, followed

by two secondary doses of 2 mg of aflibercept followed by one or moretertiary doses of 2 mg of

aflibercept;

wherein each secondary dose is administered to the patient by intravitreal injection

approximately 4 weeks following the immediately preceding dose; and

wherein eachtertiary dose is administered on an as needed/pro re nata (PRN)basis, based on

visual and/or anatomic outcomesas assessed by a physician or other qualified medical professional;

wherein the patient achieves a gain in visual acuity within 52 weeks following the initial dose.

22. (New) The method of claim 21 wherein the patient gainsat least 8 letters Best Corrected

Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS) letter score.

23. (New) The method of claim 22 wherein said gain in visual acuity is measured using the

ETDRSvisual acuity chart.

24. (New) The method of claim 22 wherein the patient achieves the gain in visual acuity

within 24 weeks followingthe initial dose.

25. (New) The method of claim 21 wherein the patient gainsat least 9 letters Best Corrected

Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS) letter score.

26. (New) The method of claim 25 wherein said gain in visual acuity is measured using the

ETDRSvisual acuity chart.

27. (New) The method of claim 25 wherein the patient achieves the gain in visual acuity

within 24 weeks followingthe initial dose.
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28. (New) The method of claim 21 wherein the patient gainsat least 10 letters Best Corrected

Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS) letter score.

29. (New) The method of claim 28 wherein said gain in visual acuity is measured using the

ETDRSvisual acuity chart.

30. (New) The method of claim 28 wherein the aflibercept is formulated as an isotonic

solution.

31. (New) The method of claim 30 wherein said isotonic solution contains a sugar.

32. (New) The method of claim 28 wherein the aflibercept is formulated with a non-ionic

surfactant.

33. (New) The method of claim 28 wherein the patient achieves the gain in visual acuity

within 24 weeks followingthe initial dose.

34. (New) The method of claim 33 wherein the aflibercept is formulated as an isotonic

solution.

35. (New) The method of claim 34 wherein said isotonic solution contains a sugar.

36. (New) The method of claim 33 wherein the aflibercept is formulated with a non-ionic

surfactant.

37. (New) A method of treating diabetic macular edemain a patient in need thereof

comprising sequentially administering to the patient a single initial dose of 2 mg ofaflibercept, followed

by one or more secondary doses of 2 mg of aflibercept, followed by one or moretertiary doses of 2 mg

of aflibercept;

APOTEX V. REGENERONIPR2022-01524
REGENERONEXHIBIT 2011 PAGE 070



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 071

Atty Dkt. No.: REGN-008CIPCON8
USSN:To Be Assigned

wherein each secondary dose is administered to the patient by intravitreal injection

approximately 4 weeks following the immediately preceding dose; and

wherein eachtertiary dose is administered on an as needed/pro re nata (PRN)basis, based on

visual and/or anatomic outcomesas assessed by a physician or other qualified medical professional.

38. (New) The method of claim 37 wherein the patient gainsat least 9 letters Best Corrected

Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS) letter score

within 52 weeks followingthe initial dose.

39. (New) The method of claim 38 wherein said gain in visual acuity is measured using the

ETDRSvisual acuity chart.

AO. (New) The method of claim 38 wherein the patient achieves the gain in visual acuity

within 24 weeks followingthe initial dose.

Al. (New) The method of claim 37 wherein the patient gainsat least 10 letters Best Corrected

Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS) letter score

within 52 weeks followingthe initial dose.

42. (New) The method of claim 41 wherein said gain in visual acuity is measured using the

ETDRSvisual acuity chart.

43. (New) The method of claim 41 wherein the aflibercept is formulated as an isotonic

solution.

44, (New) The method of claim 43 wherein said isotonic solution contains a sugar.

45. (New) The method of claim 41 wherein the aflibercept is formulated with a non-ionic

surfactant.

4
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46. (New) The method of claim 41 wherein the patient achieves the gain in visual acuity

within 24 weeks followingthe initial dose.

47. (New) The method of claim 46 wherein the aflibercept is formulated as an isotonic

solution.

48. (New) The methodof claim 47 wherein said isotonic solution contains a sugar.

49, (New) The method of claim 46 wherein the aflibercept is formulated with a non-ionic

surfactant.

50. (New) The method of claim 37 wherein exclusioncriteria for the patient include both of:

(1) active ocular inflammation;

(2) active ocular or periocular infection.

51. (New) The method of claim 37 wherein four secondary doses are administered to the

patient.

52. (New) A method of treating age-related macular degeneration in a patient in need thereof

comprising sequentially administering to the patient a single initial dose of 2 mg ofaflibercept, followed

by one or more secondary doses of 2 mg of aflibercept, followed by one or moretertiary doses of 2 mg

of aflibercept;

wherein each secondary dose is administered to the patient by intravitreal injection

approximately 4 weeks following the immediately preceding dose; and

wherein eachtertiary dose is administered on an as needed/pro re nata (PRN)basis, based on

visual and/or anatomic outcomesas assessed by a physician or other qualified medical professional;

wherein the methodis as effective in achieving a gain in visual acuity as monthly administration

of 0.5 mg of ranibizumab byintravitreal injection in humansubjects with age-related macular

degeneration at 52 weeks followingthe initial dose.
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53. (New) The method of claim 52 wherein only two secondary doses are administered to the

patient.

54. (New) The method of claim 52 wherein the gain in visual acuity is measured by Early

Treatment Diabetic Retinopathy Study (ETDRS) letter score.
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DocCode — SEQ.TXT

SCOREPlaceholder Sheetfor IFW Content

Application Number: 17112404 Document Date: 12/04/2020

The presence ofthis form in the IFW record indicates that the following documenttype wasreceived
in electronic format on the date identified above. This content is stored in the SCORE database.

Since this was an electronic submission, there is no physicalartifact folder, no artifact folderis
recorded in PALM, and no paper documents or physical media exist. The TIFF images in the IFW
record were created from the original documents that are stored in SCORE.

SequenceListing

At the time of documententry (noted above):
e USPTO employees may access SCOREcontent via DAV or via the SCORE web page.
e External customers may access SCOREcontent via PAIR using the Supplemental Content

tab.

Form Revision Date: March 1, 2019
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Sequence Listing was accepted.

See attached Validation Report. 
 If you need help call the Patent

217-9197 (toll free).

Reviewer: Anjum, Durreshwar

 
 

Timestamp: [year=2020; month=12;

  Electronic Business Center at (866)
 

day=7; hr=11; min=35; sec=55; ms=712;
  

APOTEX V. REGENERONIPR2022-01524
REGENERONEXHIBIT 2011 PAGE 075

]



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 076

Error code

 

Validated By CRFValidator v 1.0.5

Application No:

 

Version No:

 

17112404 1.0

Input Set:

Output Set:

Started: 2020-12-04 16:33:03.993

Finished: 2020-12-04 16:33:04.105

Elapsed: O hr(s) O min(s) 0 sec(s) 112 ms

Total Warnings: 2

Total Errors: 1

No. of SeqIDs Defined: 2

Actual SeqID Count: 2

Error Description

287 Invalid WIPO ST.2 date format; Use (YYYY-MM-DD) in <141>

213 Artificial or Unknown found in <213> in SEQ ID (1)

213 Artificial or Unknown found in <213> in SEQ ID (2)
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A 120>

<130>

<150>

<151>

<150>

<151> 
<160>

 
<170>

<210>

<211>

<212>

<213>

<220>

<223>

 
  ENCE LISTING  n 0 Gq

George D. Yancopoulos

Use of a V  EGF Antagonist to Treat Angiogenic

REGN-OO8CIPCONS

 
US 17/112 , 404
2020-12-04

17/072, 417
2020-10-16

16/055, 847
2018-08-06

16/397, 267
2019-04-29

16/159,272
2018-10-12

15/471, 506
2017-03-28

14/972, 560
2015-12-17

13/940, 370
2013-07-12

PCT/US2012/020855
2012-01-11

61/432, 245
2011-01-13

61/434, 836
2011-01-21

61/561, 957
2011-11-21

 
 FastSEQ for Windows Version 4.0

1

1377

DNA

Artificial

Synthetic

Sequence

 Eye Disorders
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<400> 1

atggtcagct

acaggatcta

eccgaaatta
cectaacatca

egeataatct

gggcttctga

catcgacaaa

tetgttggag

gacttcaact
ctaaaaaccc

gtaacccgga
aagaacagca

ecagcacctg

accctcatga

gaccctgagg

aagecgcggg

caccaggact

geececatcg

acectgeccec

aaaggcettct

aactacaaga

ctcaccgtgg

gaggetctge

<210> 2

<211> 458

<212> PRT

<213>

<220>

<223> Synth

<400> 2

Met Val

1

ser

actgggacac

gttccggaag

tacacatgac

etgttacttt

gggacagtag

ectgtgaage
cecaatacaat

aaaagettgt

gggaataccce

agtctgggag

gtgaccaagg

catttgtcag

aactecctggg

tetcecggac

tecaagttcaa

aggagcagta

ggctgaatgg

agaaaaccat

catcecggga

atcccagega

ecacgectce

acaagagcag
acaaccacta

etic

Tyr Asp

cggggtectg

tgataceggt

tgaaggaagg

aaaaaagttt

aaagggctte

aacagtcaat

catagatgtg

ettaaattgt

ttcttcgaag

tgagatgaag

attgtacace

ggtccatgaa

gggacecgtca

ecectgaggtc

ectggtacgtg

caacageacg

caaggagtac

etccaaagec

tgagetgacc

catcgecgtg

egtgctggac

gtggcagcag

cacgcagaag

Artificial Sequence

Thr Gly Val

ctgtgegege

agacctttcg

gagctcgtca

ecacttgaca
atcatatcaa

gggceatttgt

gttctgagtc

acagcaagaa

catcagcata

aaatttttga

tgtgceageat
aaggacaaaa

 
gtettectct

tgegtgg

gacggcgtgg

tacegtgtgg

aagtgcaagg

aaagggcage

aca

aagaaccagg

gagtgggaga

tecegacggcet

gggaacgtct

agectctcce

 

Leu Leu

10

tgetcagctg

tagagatgta

tteectgecg

etttgatccc

atgcaacgta

ataagacaaa

egtctcatgg

etgaactaaa

agaaacttgt

gcaccttaac

ecagtggget

etcacacatg
teccceccaaa

tggtggacgt

aggtgcataa

teagegtect
tetecaacaa

eccgagaacc

teagectgac

gcaatgggca
ecttettecct

teteatgetc

tgtctecggg

 
Cys Ala Leu J]

tetgettctc

cagtgaaatc

ggttacgtca

tgatgqgaaaa

caaagaaata
ctatctcaca

aattgaacta

tgtggggatt
aaaccgagac

tatagatggt

gatgaccaag

eccaccegtge

acccaaggac

gagecacgaa

tgcecaagaca

caccegtcctg

ageectccca

acaggtgtac

etgectggtc

gecggagaac

ctacagcaag

egtgatgcat

taaatga

ser

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1377

Thr Ser Ser Thr Pro

25

Leu Ser Ser

20
Cys Leu Leu Gly Gly Asp Gly

30

Met Thr
  

Phe Val Glu Tle

40

Cys

Glu Ile Ile His Glu

45
Met Tyr Ser Pro

Gly Val Ile Val Ser Pro Asn I] Thr
60

Ile

Pro

55

Pro

Arg
50

Thr

Arg

  Val

65

Phe

70
Leu Leu Asp Thr Pro Lys

80

Thr

Lys

Ile Ile Phe Ile Ile

90 95

Glu Ala Thr Val

Arg Trp Ser Arg Gly Ser

Glu Tle

100

Thr

Thr Asn His

110

Thr T]1

Tyr Gly Leu Cys
105

His Gln Thr Asn Ile

125
Leu Lys Asn

115

Val

Tyr Arg

Ser Pro Gly Ile Glu Ser Val Glu
     

Val Ala Glu

155

His

Val Ile

160

Leu

Lys Asn Asn
145

Asp

Cys
150

Tyr

Arg ly

Glu

165
Asn Pro Ser Ser Gin His Lys

175

Lys

170

Gly

Lys  
Val Arg Leu Lys Thr Gln Ser Ser Glu Met Lys Lys Phe
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Leu

Tyr

Phe

225

Pro

Lys

Val

Tyr

Glu

305

His

Lys

Gln

Leu

Pro

385

Asn

Leu

Val

Gln

ser

Thr

210

Val

Ala

Pro

Val

Val

290

Glin

Gln

Ala

Pro

Thr

370

ser

yr

 YE

Phe

Lys
450

Thr

195

Cys

Arg

Pro

Lys

Val

275

Asp

Tyr

Asp

Leu

Arg
355

Lys

Asp

Lys

Ser

ser

435

ser

180

Leu

Ala

Val

Glu

Asn

Trp

Pro

340

Glu

Thr

Lys
420

Cys

Leu

Thr

Ala

His

 

Leu

325

Ala

Pro

Gin

 
ser

Tle

Glu

230
Leu

 
Ser

Glu

Thr

310

Asn

Pro

Gln

Val

Val

390

Pro

Thr

Val

Leu

Asp

ser

215

Lys

Gly

Met

Val

295

Tyr

Gly

Tle

Val

Ser

375

Glu

Pro

Val

Met

ser

455

Gly
200

Gly

Asp I]

Gly

Ile

Glu

280

His

Arg

Lys

Glu

Tyr
360

Leu

Trp

Val

His

440

Pro

185

Val

heu 
Pro

Asn

Val

Glu

Lys
345

Thr 
Glu

heu

 Lys
425

Glu

Gly

Thr

Met

Thr

ser

250

Arg

Pro

Ala

 
ser

Asp
410

Ser

Ala

Lys

Arg

Thr

His

235

Val

Thr

Glu

Lys

Ser

315

Lys

Tle

Pro

Leu

Asn

395

Ser

Arg

Leu

ser

Lys
220

Thr 
Phe

Pro

Val

Thr

300

Val

Cys

ser ]

Pro

Val

380

Gly

Asp

Trp

His

Asp
205

Lys

Cys

Leu

Glu

Lys
285

Lys 
Ser

365

Lys

Gln

Gly

Gln

Asn

445

190

Glin

Asn

Pro

Phe

Val

270

Phe

Pro

Thr

Val

Ala

350

Arg

Gly

Pro

Ser

Gln

430

His

Pro

Pro

255

Thr

Arg

Val

Ser

335

Lys

Asp

Phe

Glu

Phe

415

Gly

Tyr

Leu

Thr

Cys
240

Pro

Cys

Trp

Glu

Leu

320

Asn

Gly

Glu

Tyr

Asn

400

Phe

Thr
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UNITED STATES PATENT AND TRADEMARK OFFIGE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

Address: COMMISSIONER FOR PATENTS
! OX.

Alexandria, Virginia 22313-1450www.uspto.gov

APPLICATION FILING or GRP ART
NUMBER 371(c) DATE UNIT FIL FEE REC'D ATTY.DOCKET.NO ITOT CLAIMSJIND CLAIMS

34 3

 
 
   

17/112,404 12/04/2020 3220 REGN-OO8CIPCONS8

CONFIRMATIONNO. 6437

96387 FILING RECEIPT

R - Bozi ic, Field & F i201REDWOODSHORES PARKWAY NDUO.4
SUITE 200

REDWOODCITY, CA 94065

Date Mailed: 12/15/2020

Receipt is acknowledged of this non-provisional utility patent application. The application will be taken up for
examination in due course. Applicant will be notified as to the results of the examination. Any correspondence
concerning the application must include the following identification information: the U.S. APPLICATION NUMBER,
FILING DATE, NAME OF FIRST INVENTOR,and TITLE OF INVENTION. Fees transmitted by check or draft are
subject to collection.

Pleaseverify the accuracyof the data presented onthis receipt.If an error is noted on this Filing Receipt, please
submit a written request for a corrected Filing Receipt, including a properly marked-up ADS showing the changes
with strike-through for deletions and underlining for additions. If you received a "Notice to File Missing Parts” or
other Notice requiring a responseforthis application, please submit any requestfor correction to this Filing Receipt
with your reply to the Notice. When the USPTO processesthe reply to the Notice, the USPTO will generate another
Filing Receipt incorporating the requested corrections provided that the request is grantable.

Inventor(s)
George YANCOPOULOS, Yorktown Heights, NY;

Applicant(s)
REGENERON PHARMACEUTICALS,INC., Tarrytown, NY

AssignmentFor Published Patent Application
REGENERON PHARMACEUTICALS,INC., Tarrytown, NY

Powerof Attorney: None

Domestic Priority data as claimed by applicant
This application is a CON of 17/072,417 10/16/2020
which is a CONof 16/055,847 08/06/2018 PAT 10857205
and is a CONof 16/897,267 04/29/2019
which is a CON of 16/159,282 10/12/2018 PAT 10828345
which is a CON of 15/471,506 03/28/2017 PAT 10130681
which is a CON of 14/972,560 12/17/2015 PAT 9669069
which is a CON of 13/940,370 07/12/2013 PAT 9254338 *
whichis a CIP of PCT/US2012/020855 01/11/2012

which claims benefit of 61/432,245 01/13/2011
and claims benefit of 61/434,836 01/21/2011
and claims benefit of 61/561,957 11/21/2011

(*)Data provided by applicant is not consistent with PTO records.
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Foreign Applications for which priority is claimed (You may beeligible to benefit from the Patent Prosecution
Highway program at the USPTO.Please see htto://www.uspto.gov for more information.) - None.
Foreign application information must be provided in an Application Data Sheetin order to constitute a claim to
foreign priority. See 37 CFR 1.55 and 1.76.

Permission to Access Application via Priority Document Exchange: Yes

Permission to Access Search Results: Yes

Applicant may provide or rescind an authorization for access using Form PTO/SB/39 or Form PTO/SB/69 as
appropriate.

If Required, Foreign Filing License Granted: 12/14/2020
The country code and numberof your priority application, to be usedfor filing abroad under the Paris Convention,
is US 17/112,404
Projected Publication Date: 03/25/2021
Non-Publication Request: No
Early Publication Request: No
Title

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Preliminary Class

Statement under 37 CFR 1.55 or 1.78 for AIA (First Inventor to File) Transition Applications: No

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 thefiling 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-membercountry. The PCT process simplifies the filing
of patent applications on the sameinvention in membercountries, but does notresult in a grantof "an international
patent" and doesnoteliminate the needof applicantsto 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 accordancewith 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 madein the United States, the Director of the USPTO must
issue a license before applicants can apply for a patent in a foreign country. Thefiling 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 asto the status of applicant's license for foreignfiling.

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 deadlinesforfiling foreign
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patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, orit
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:/Avww.stopfakes.gov. Part of a Department of Commerceinitiative,
this website includes self-help "toolkits" giving innovators guidance on how to protectintellectual property in specific
countries such as China, Korea and Mexico. For questions regarding patent enforcementissues, applicants may
call the U.S. Governmenthotline at 1-866-999-HALT (1-866-999-4258).

LICENSE FOR FOREIGN FILING UNDER

Title 35, United States Code, Section 184

Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

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 issuedin all applications where
the conditions for issuance of a license have been met, regardless of whetheror not a license may be required as
set forth in 37 CFR 5.15. The scope andlimitations 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 indicatedis 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 licenseis to be retained by the licensee and maybe usedat any time onorafter 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 grantof a license doesnot in any way lessen the responsibility of a licensee for the security of the subject matter
as imposed by any Governmentcontract or the provisions of existing laws relating to espionage and the national
security or the export of technical data. Licensees should apprise themselvesof 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
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" DOESNOTappearonthis form. Applicant maystill petition for a license under 37 CFR 5.12,
if a license is desired before the expiration of 6 months from thefiling date of the application. If 6 months has lapsed
from thefiling date of this application and the licensee has not received any indication of a secrecy order under 35
U.S.C. 181, the licensee mayforeignfile the application pursuant to 37 CFR 5.15(b).
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SelectUSA

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location for
businessinvestment, innovation, and commercialization of new technologies. The U.S. offers tremendous resources
and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation works to
promote andfacilitate business investment. SelectUSAprovides information assistance to the international investor
community; serves as an ombudsmanfor existing and potential investors; advocates on behalf of U.S. cities, states,
and regions competing for global investment; and counsels U.S. economic developmentorganizations on investment
attraction best practices. To learn more about why the United States is the best country in the world to develop
technology, manufacture products, deliver services, and grow your business, visit http:/Awww.SelectUSA.govorcall
+1-202-482-6800.
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PATENT APPLICATION FEE DETERMINATION RECORD Application or Docket Number
Substitute for Form PTO-875 17/112,404

APPLICATION AS FILED - PART| OTHER THAN

(Column 1) (Column 2) SMALL ENTITY SMALL ENTITY

BASIC FEE
(37 CFR 1.16(a), (b), or (c))
SEARCH FEE
(37 CFR 1.16(K), (i), or (m))

SCNasen(37 CFR 1.16(0

If the specification and drawings exceed 100
APPLICATION SIZE_|sheets of paper, the application size fee dueis
FEE $310 ($155 for small entity) for each additional
(37 CFR 1.16(s)) 50 sheetsorfraction thereof. See 35 U.S.C.

41(a)(1)(G) and 37 CFR 1.16(s).

MULTIPLE DEPENDENT CLAIM PRESENT(37 CFR 1.16(j))

* If the difference in column1 is less than zero, enter "0" in column 2. TOTAL

APPLICATION AS AMENDED- PARTII

OTHER THAN

(Column 1) (Column 2) (Column 3) SMALL ENTITY SMALL ENTITY
CLAIMS HIGHEST

REMAINING NUMBER ADDITIONAL ADDITIONAL
AFTER PREVIOUSLY FEE($)

AMENDMENT PAID FOR
Total

(37 CFR 1.16(i))

Independent(37 CFR 1.16(h))

Application Size Fee (37 CFR 1.16(s))
AMENDMENTA

FIRST PRESENTATION OF MULTIPLE DEPENDENTCLAIM (37 CFR 1.16(j))

(Column 1) (Column 2) (Column 3)
CLAIMS HIGHEST

REMAINING NUMBER ADDITIONAL
AFTER PREVIOUSLY FEE($)

AMENDMENT PAID FOR
Total

(37 CFR 1.16(i))
Independent

(37 CFR 1.16(h))

Application Size Fee (37 CFR 1.16(s))
AMENDMENTB

FIRST PRESENTATION OF MULTIPLE DEPENDENTCLAIM (37 CFR 1.16(j))

* |f the entry in column 1 is less than the entry in column 2, write "0" in column 3.
* If the "Highest Number Previously Paid For” IN THIS SPACEis less than 20, enter "20".

** If the "Highest Number Previously Paid For” IN THIS SPACEis less than 3, enter "3".
The "Highest Number Previously Paid For" (Total or Independent) is the highest found in the appropriate box in column 1.
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UNITED STATES PATENT AND TRADEMARK OFFIGE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

Address: COMMISSIONER FOR PATENTS
! OX.

Alexandria, Virginia 22313-1450www.uspto.gov

APPLICATION NUMBER FILING OR 371(C) DATE FIRST NAMED APPLICANT ATTY. DOCKET NO./TITLE

 
 
   

17/112,404 12/04/2020 George YANCOPOULOS REGN-O08CIPCON8
CONFIRMATION NO.6437

96387 PUBLICATION NOTICE

Regeneron- Bozicevic, Field & Francis

201 REDWOOD SHORES PARKWAY OCT000000124368548
SUITE 200

REDWOODCITY, CA 94065

Title: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Publication No.US-202 1-0085753-A1

Publication Date:03/25/2021

NOTICE OF PUBLICATION OF APPLICATION

The above-identified application will be electronically published as a patent application publication pursuant to 37
CFR 1.211, et seq. The patent application publication number and publication date are set forth above.

The publication may be accessed through the USPTO's publically available Searchable Databasesvia the
Internet at www.uspto.gov. The direct link to access the publication is currently http:/Awww.uspto.gov/pattt/.

The publication process established by the Office does not provide for mailing a copy of the publication to
applicant. A copy of the publication may be obtained from the Office upon paymentof the appropriate fee set
forth in 37 CFR 1.19(a)(1). Orders for copies of patent application publications are handled by the USPTO's
Public Records Division. The Public Records Division can be reached by telephone at (571) 272-3150 or (800)
972-6382, by facsimile at (571) 273-3250, by mail addressed to the United States Patent and Trademark Office,
Public Records Division, Alexandria, VA 22313-1450 orvia the Internet.

In addition, information on the status of the application, including the mailing date of Office actions and
the dates of receipt of correspondencefiled in the Office, may also be accessed via the Internet through
the Patent Electronic Business Center at www.uspto.gov using the public side of the Patent Application
Information and Retrieval (PAIR) system. The directlink to access this status information is currently
https ://portal.uspto.gov/pair/PublicPair. Prior to publication, such status information is confidential and may only
be obtained by applicant using the private side of PAIR.

Further assistance in electronically accessing the publication, or about PAIR, is available by calling the Patent
Electronic Business Center at 1-866-217-9197.

 

Office of Data Managment, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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Application Number 17/112,404
Filing Date 2020-12-04

INFORMATION DISCLOSURE First Named Inventor George D. YANCOPOULOS
STATEMENTBY APPLICANT Art Unit To Be Assigned

Examiner Name To Be Assigned
Attorney Docket Number REGN-008CIPCON8

 
 
 
 
   

U.S. PATENT DOCUMENTS
Examiner i Patent Number Issue Date Nameof Patentee or Pages, Columns,Lines, Where

Initial* . YYYY-MM-DD Applicant of Cited Document Relevant Passagesor Relevant
Number-Kind Gode(if known) Figures Appear
 

U.S. PATENT APPLICATION PUBLICATIONS
Examiner i Publication Date Nameof Patentee or Pages, Columns,Lines, Where

Initial* . YYYY-MM-DD Applicant of Cited Document Relevant Passages or Relevant

   
Where Relevant Passages

countycosenonbrtntcaeCode-Number-Kind Code(if or Relevant Figurespp
Examiner

C
— Publication Date Nameof Patentee or Pages. Columns, LinesForeign Document Number YYYY-MM-DD Applicant of Cited Document ges,

Cite

rt
NON PATENT LITERATURE DOCUMENTS

Examin
er
Initials*

Include nameof the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book,
magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher, city and/or

HEIER,J., “Intravitreal VEGF Trap for AMD: An Update, The CLEAR-IT 2
Extension Study” Presented at the annual meeting of the Association for
Research in Vision and Ophthalmology, Retina Today (2009) pp. 44-45

 
Signature Considered

*EXAMINER: Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline through citation if not in conformance and not
considered. Include copy of this form with next communication to applicant.
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Electronic AcknowledgementReceipt

Application Number: 17112404

International Application Number:

Confirmation Number: 6437

Title of Invention: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

REGN-008CIPCON8_2020-06-1

_SuppIDS_Trans.pdf
Transmittal Letter

fe69c490bde668cd23ccOae9f8e62dcac841
24be 
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Information:

Information Disclosure Statement(IDS)|REGN-OO8CIPCON8_2021-06-1

Form (SB08) _SuppIDS_SBO8A.pdf £6c759e056b197daeccb8037cce53d4c4fc8}
600a

Information:

This is not an USPTO supplied IDSfillable form

NonPatentLiterature Heier_10-2009.pdf 7554f5fad491fOc5d0a6cf8043ea82a80933
396

Information:

This AcknowledgementReceipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable.It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary componentsfora filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown onthis
AcknowledgementReceiptwill establish thefiling date of the application.
National Stage of an International Application under 35 U.S.C. 371
If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903indicating acceptanceof the application asa
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.
New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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Electronically Filed 6/17/2021

FORMTION

DISCLOSURE STATEMENT

December 4, 2020

Group Art Unit To Be Assigned

Addressto: To Be Assigned

Commissioner for Patents Title:
P.O. Box 1450 E Di lon”
Alexandria, VA 22313-1450 ye Ltsoraers

“Use ofa VEGF Antagonist to Treat Angiogenic
 

Sir:

Applicant submits herewith documents which may be material to the examination of this application

and in respect of which there may be a duty to disclose in accordance with 37 C.F.R. § 1.56. This submission

is not intended to constitute an admission that any documentreferred to therein is "prior art" for this invention

unless specifically designated as such. A listing of the documents is shown on enclosed Form PTO/SB/08A

and copies of the foreign patents and non-patentliterature are also enclosed.

The publications discussed herein are provided to comply with the duty to disclose in accordance

with 37 C.F.R. § 1.56. However, nothing herein is to be construed as an admission that the present

invention is not entitled to antedate such publication by virtue of prior invention. Further, the dates of

publication provided maybe different from the actual publication dates which may needto be

independently confirmed

The Examineris requested to make the documentslisted on the enclosed PTO/SB/08A of record in this

application. Applicants would appreciate the Examinerinitialing and returning the initialed copy of form

PTO/SB/08A,indicating the documents cited therein have been considered and made of record herein.

Statements

[] No statement

LC] PTA Statement under 37 CFR § 1.704(d)(1): Each item of information contained in

the information disclosure statement filed herewith:

(1) Wasfirst cited in any communication from a patentoffice in a counterpart foreign or

international application or from the Office, and this communication wasnot received

by any individual designated in § 1.56(c) more than thirty dayspriorto thefiling of the

information disclosure statement; or

Gi) Is a communication that was issued by a patent office in a counterpart foreign or

international application or by the Office, and this communication was not received by
APOTEX V. REGENERONIPR2022-01524
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

any individual designated in § 1.56(c) more than thirty days prior to the filing of the

information disclosure statement.

Xx IDS Statement under 37 CFR § 1.97(e)(1): Each item of information contained in the

information disclosure statement wasfirst cited in any communication from a foreign

patent office in a counterpart foreign application not more than three monthspriorto the

filing of the information disclosure statement; or

[] IDS Statement under 37 CFR § 1.97(e)(2): No item of information contained in the

information disclosure statement was cited in a communication from a foreign patent

office in a counterpart foreign application, and, to the knowledge of the person signing

the certification after making reasonable inquiry, no item of information contained in

the information disclosure statement was known to any individual designated in §

1.56(c) more than three months prior to the filing of the information disclosure

statement.
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Atty Docket No.: REGN-008CIPCON8
USSN:17/112,404

Fees

Xx No fee is believed to be due.

[| The appropriate fee set forth in 37 C.ER. §1.17(p) accompaniesthis information disclosure
statement.

The Commissioner is hereby authorized to charge any underpaymentoffees uptoastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due with

any communication for the above-referenced patent application, including but not limited to any necessary fees

for extensions of time, or credit any overpaymentof any amount to Deposit Account No. 50-0815, order

number REGN-O008CIPCONS8.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date:_June 17, 2021 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic

Reg. No. 28,807

 

BOZICEVIC, FIELD & FRANCIS LLP

201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065
Telephone: (650) 327-3400
Facsimile: (650) 327-3231
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ATTY. DOCKET NO. APPLICATION NO.

REGN-008CIPCON8 17/112,404

SUBSTITUTE 1449 APPLICANT
INFORMATION DISCLOSURE STATEMENT Regeneron Pharmaceuticals, Inc.

FILING DATE GROUP

December 4, 2020 1647

U.S. PATENT DOCUMENTS

DOCUMENT
NUMBER DATE NAME REFERENCE PROVIDED*

i 6,171,586 1/9/2001_|Lam et al. not required per 69 Fed. Reg. 56481

2|7,303,747 12/4/2007_|Wieganderal. notrequired per 69 Fed. Reg. 56481

3|7,374,757 5/20/2008_|Papadopoulosetal. notrequired per 69 Fed. Reg. 56481

4|7,374,758 5/20/2008_|Papadopoulosetal. notrequired per 69 Fed. Reg. 56481
5_|7,378,095 5/27/2008_|Cao et al. not required per 69 Fed. Reg. 56481

6|7,521,049 4/21/2009_|Wiegandetal. notrequired per 69 Fed. Reg. 56481

7|7,531,173 5/12/2009_|Wiegandetal. notrequired per 69 Fed. Reg. 56481

8|10,828,345 11/10/2020_| Yancopoulos notrequired per 69 Fed. Reg. 56481
9|2003/0113316 6/19/2003_|Kaishevaetal. not required per 69 Fed. Reg. 56481

10|2003/0138417 7/24/2003_|Kaishevaetal. not required per 69 Fed. Reg. 56481

Il|2004/0197324 10/7/2004|Liu etal. not required per 69 Fed. Reg. 56481

12|2006/0217311 9/28/2006|Dix etal. not required per 69 Fed. Reg. 56481

13|2016/0130337 5/12/2016_|Gekkievaetal. not required per 69 Fed. Reg. 56481

FOREIGN PATENT DOCUMENTS

DOCUMENT
NUMBER DATE COUNTRY TRANSLATION REFERENCE PROVIDED*

14|2663325 11/20/2013|EP n/a Herewith

15|97/04801 2/13/1997|WO n/a Herewith
  
 

 

NON-PATENT LITERATURE DOCUMENTS

DOCUMENT(Including Author, Title, Date, Pertinent Pages,etc.) REFERENCE PROVIDED*
 

7,374,758 — Patent Term Extension Application submitted December 22, 2011 Herewith
 

ADIS R&D Profile “Aflibercept: AVE 0005, AVE 005, AVEO005, VEGF Trap-
Regeneron, VEGF Trap (RIR2), VEGF Trap-Eye.” Drugs R D, 9(4):261-269 Herewith
(2008)

  
DATE CONSIDERED 

 
 

 
 

  EXAMINER

 

EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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ATTY. DOCKET NO. APPLICATION NO.

REGN-008CIPCONS 17/112,404

SUBSTITUTE 1449 APPLICANT
INFORMATION DISCLOSURE STATEMENT Regeneron Pharmaceuticals, Inc.

FILING DATE GROUP

December 4, 2020 1647

   
NON-PATENT LITERATURE DOCUMENTS

Pf DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.) REFERENCE PROVIDED*
Andersen & Krummen, "Recombinant protein expression for therapeutic

18 applications” Current Opinion in Biotechnology 13:117-123 (2002)
Herewith

Andersonet al., “Delivery of Anti-Angiogenic Molecular Therapies for Retinal
Disease” Drug Discovery Today 15: 272 (2010) Herewith

Article in Retinal Physician, "Subspecialty News", available online at
http://www.retinalphysician.com/printarticle.aspx?articleID= 104007 (March Herewith
2010)
 

Ass’n for Res. Vision & Ophthalmology, ARVO® News (Summer 2007) Herewith
 

Ass’n for Res. Vision & Ophthalmology, ARVO® News(Winter/Spring 2008) Herewith
 

AVASTIN®label Herewith
 

Avery, R. L., D. J. Pieramici, M. D. Rabena, A. A. Castellarin, M. A. Nasir and
M.J. Giust, "Intravitreal bevacizumab (Avastin) for neovascular age-related Herewith
macular degeneration" Ophthalmology 113(3): 363-372 e365 (2006)
 

Bashshuret al., “Intravitreal Bevacizumab for the Management of Choroidal
Neovascularization in Age-Related Macular Degeneration” Am J. Herewith
Ophthalmology 142: 1 (2006)

Bayer Press Release, “Bayer and Regeneron Dose First Patient in Second Phase
3 Study for VEGF Trap-Eye in Wet Age-Related Macular Degeneration.” May Herewith
8, 2008

 

Bayer Press Release, "VEGF Trap-Eye ShowsPositive Results in Phase IT Study H ith
in Patients with Diabetic Macular Edema" February 18, 2010 erewik

Bayer Press Release, "Bayer HealthCare and Regeneron Announce Encouraging
32-Week Follow Up Results From A Phase 2 Study of VEGF Trap-Eyein Age- Herewith
Related Macular Degeneration" April 28, 2008

Bayer Press Release "Bayer HealthCare and Regeneron Announce VEGFTrap-
Eye Achieved Durable Improvement in Vision Over 52 Weeks in a Phase 2 Herewith
Study in Patients with Age-Related Macular Degeneration" August 19, 2008

  
   
 
 

 
  

EXAMINER DATE CONSIDERED

 

EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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ATTY. DOCKET NO. APPLICATION NO.

REGN-008CIPCONS 17/112,404

SUBSTITUTE 1449 APPLICANT
INFORMATION DISCLOSURE STATEMENT Regeneron Pharmaceuticals, Inc.

FILING DATE GROUP

December 4, 2020 1647

   
NON-PATENT LITERATURE DOCUMENTS

Pf DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.) REFERENCE PROVIDED*
BMJ Publishing Group Ltd., “Review: Ranibizumab (Lucentis) In Neovascular
Age-Related Macular Degeneration: Evidence From Clinical Trials” British J. Herewith
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unless specifically designated as such. A listing of the documents is shown on enclosed Form PTO/SB/08A

and copies of the foreign patents and non-patentliterature are also enclosed.
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publication provided maybe different from the actual publication dates which may needto be
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The Examineris requested to make the documentslisted on the enclosed PTO/SB/08A of record in this
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PTO/SB/08A,indicating the documents cited therein have been considered and made of record herein.
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Intravitreal VEGF Trap Administration In Patients With Neovascular Age-
related Macular Degeneration (AMD),” poster presented at the 2007 Association
for Research in Vision and Ophthalmology meeting in Ft. Lauderdale, Florida
(May 2007)

Previously in US Application
17/072,417

 

  
 

Regeneron Pharmaceuticals Inc., “Optical Coherence Tomography Outcomesof
a Phase 1, Dose-Escalation, Safety, Tolerability, and Bioactivity Study of
Intravitreal VEGF Trap in Patients with Neovascular Age-Related Macular
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|DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.) REFERENCE PROVIDED*
Steinbrook, “The Price of Sight—Ranibizumab, Bevacizumab, and the

134. Treatment of Macular Degeneration,” N. Eng. J. Med., 355(14):1409-1412
(2006)

The Branch Vein Occlusion Study, G., “Argon laser photocoagulation for
macular edema in branch vein occlusion,” Am. J. Ophthalmology, 98(3):271-
282 (1984)

The Central Vein Occlusion Study, G., “Evaluation ofgrid pattern
photocoagulation for macular edemain central vein occlusion. The Central Vein
Occlusion Study Group M report,” Ophthalmology, 102(10):1425-1433 (1995)
U.S. Department of Health and HumanServices, Food and Drug
Administration, “Guidance for industry Q1A(R2)stability testing of new drug
substances and products,” Rockville, MD (November 2003)
U.S. Department of Health and Human Services, National Institute of Health,
National EyeInstitute, “Age-Related Macular Degeneration: What You Should
Know,” (Sept. 2015)

 

Previously in US Application
17/072,417

Previously in US Application
17/072,417 

Previously in US Application
17/072,417 

Previously in US Application
17/072,417 

Previously in US Application
 

https://www.nei.nih.gov/sites/default/files/healthpdfs/WYSK_AMD_English_S$ MORAN
ept2015_PRINT.pdf

U.S. Department of Health and Human Services, National Institute of Health,

139 National EyeInstitute, “Diabetic Retinopathy: What You Should Know,” (Sept. Previously in US Application
‘ 2015) https://www.nei.nih.gov/sites/default/files/2019-06/Diabetic-Retinopathy- 17/072,417

What-You-Should-Know-508.pdf
U.S. Department of Health and Human Services, Office of Inspector General,

140. “Questionable Billing for Medicare Ophthalmology Services” September 2015
OEI-04-12-00280

141. Wall Street Journal, “Genentech’s Big Drug for Eyes Faces a Rival” (2007)

 

Previously in US Application
17/072,417 

Previously in US Application

 

  
 

17/072,417

Wulff et al., “Prevention of Thecal Angiogenesis, Antral Follicular Growth, and Previously in US Applicati
142. Ovulation in the Primate by Treatment with Vascular Endothelial Growth evious 7/079 1paeason

Factor Trap RIR2” Endocrinology 143(7): 2797-2807 (July 2002) ,

143.|Xolair Label (2003) eeeoeapHcation
Zarbin & Rosenfeld, “Pathway-Based Therapies for Age-Related Macular Previously in US Applicat

144. Degeneration: An Integrated Survey of Emerging Treatment Alternatives” evious 7/079 1paeason
Retina 30: 1350 (2010)

EXAMINER DATE CONSIDERED   
 
 

 
  

 

EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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Electronic AcknowledgementReceipt

Application Number: 17112404

International Application Number:

Confirmation Number: 6437

Title of Invention: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

REGN-O08CIPCON8_2021-11-24

_SuppIDS_Trans.pdf
Transmittal Letter

2165c114c7c840fc9a45a62ca47ca8el 1602
5324 
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Information:

127069

Information Disclosure Statement(IDS)|REGN-OO8CIPCON8_2021-11-24

Form (SB08) _SuppIDS_1449.pdf aab13c7d82bde29e690cec51831680d2295}
235c0

Information:

This is not an USPTO supplied IDSfillable form

This AcknowledgementReceipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable.It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary componentsfora filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shownonthis
AcknowledgementReceiptwill establish the filing date of the application.
National Stage of an International Application under 35 U.S.C. 371
If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903indicating acceptanceof the application as a
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.
New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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Electronically Filed

SeUNCRNENT

DISCLOSURE STATEMENT

December 4, 2020

Group Art Unit To Be Assigned

Addressto: To Be Assigned

Commissioner for Patents Title:
P.O. Box 1450 E Di lon”
Alexandria, VA 22313-1450 ye Ltsoraers

“Use ofa VEGF Antagonist to Treat Angiogenic
 

Sir:

The attention of the Examineris invited to the documentslisted on the attached Substitute 1449.

Copies of the U.S. patents and published applications listed on the attached Substitute 1449 are not

submitted herewith, in accordance with the Strategic Plan Final Rule, 69 Fed. Reg. 56481-56547

(September 21, 2004), effective October 21, 2004.

Copies of the foreign publications and non-patentliterature documents listed on the attached

Substitute 1449 are submitted in parent U.S. Application No. 17/072,417. Applicant respectfully submits

that a subset of references submitted herein were previously submitted in this or a priority application.

Nonetheless, Applicant is submitting these previously submitted references to provide an accurate

reference citation or to provide a clearer copy of the reference.

Applicantnotes that the substitute 1449 accompanying the Information Disclosure Statement

submitted for this application on July 9, 2021, inadvertently provided in the “Reference Provided” box that

each of the Foreign Patent Documents and Non-Patent Literature Documents were “[h]Jerewith.”

Accordingly, the citations previously submitted in the July 9, 2021 Information Disclosure Statementare

resubmitted here as Ref. Nos. 75 to 143 in order to clarify the record. Applicant notes that this group of

resubmitted citations accounts for part of the citations provided herein.

Applicant would also like to bring to the Examiner’s attention that the PTABhasinstituted inter

partes reviewsfor related U.S. Patent Nos. 9,254,338 and 9,669,069.

It is respectfully requested that the information above be expressly considered during the

prosecution of this application, and that the documents be madeof record therein and appear among the

“References Cited” on any patent to issue therefrom.

Noaspect of these submissions constitute admission ofprior art status or a disclaimer of claim

scope.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

Statements

X No statement. Because this Information Disclosure Statement is being submitted

prior to issuanceofthe first action on the merits of the above-captioned application, no certification

or fee is required.

LC] PTA Statement under 37 CFR § 1.704(d)(1): Each item of information contained in

the information disclosure statement filed herewith:

(1) Wasfirst cited in any communication from a patentoffice in a counterpart foreign or

international application or from the Office, and this communication wasnot received

by any individual designated in § 1.56(c) more than thirty dayspriorto thefiling of the

information disclosure statement; or

Gi) Is a communication that was issued by a patent office in a counterpart foreign or

international application or by the Office, and this communication was not received by

any individual designated in § 1.56(c) more than thirty days prior to the filing of the

information disclosure statement.

LC] IDS Statement under 37 CFR § 1.97(e)(1): Each item of information contained in the

information disclosure statement wasfirst cited in any communication from a foreign

patent office in a counterpart foreign application not more than three monthspriorto the

filing of the information disclosure statement; or

LC] IDS Statement under 37 CFR § 1.97(e)(2): No item of information contained in the

information disclosure statement was cited in a communication from a foreign patent

office in a counterpart foreign application, and, to the knowledge of the person signing

the certification after making reasonable inquiry, no item of information contained in

the information disclosure statement was known to any individual designated in §

1.56(c) more than three months prior to the filing of the information disclosure

statement.

APOTEX V. REGENERONIPR2022-01524
REGENERONEXHIBIT 2011 PAGE 129



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 130

Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

SSRSASNSSASSNSASSSSSASSSSSASSSANSSSNSSANSSANSSANSSASSSANSSANSSSNSNSSNSSNSENSSNSNASEANNSSASSESSNENSENSNASAENNSAERAN!

Xx No fee is believed to be due.

C] The appropriate fee set forth in 37 C.ER. §1.17(p) accompaniesthis information disclosure
statement.

The Commissioner is hereby authorized to charge any underpaymentoffees uptoastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due with

any communication for the above-referenced patent application, including but not limited to any necessary fees

for extensions of time, or credit any overpaymentof any amount to Deposit Account No. 50-0815, order

number REGN-O008CIPCONS8.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date:_24 November 2021 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic

Reg. No. 28,807
BOZICEVIC, FIELD & FRANCIS LLP

201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065
Telephone: (650) 327-3400
Facsimile: (650) 327-3231
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Application Number 17/112,404
Filing Date December4, 2020

INFORMATION DISCLOSURE First Named Inventor George D. YANCOPOULOS
STATEMENTBY APPLICANT Art Unit To Be Assigned

Examiner Name To Be Assigned
Attorney Docket Number REGN-008CIPCON8

 
 
 
 

   
U.S. PATENT DOCUMENTS

Examiner i Patent Number Issue Date Nameof Patentee or Pages, Columns,Lines, Where
Initial* . YYYY-MM-DD Applicant of Cited Document Relevant Passagesor Relevant

Number-Kind Gode(if known) Figures Appear

6897294 2005-05-24 Davis-Smythet al.
 

U.S. PATENT APPLICATION PUBLICATIONS
Examiner i Publication Number Publication Date Nameof Patentee or Pages, Columns,Lines, Where

Initial* . / YYYY-MM-DD Applicant of Cited Document Relevant Passages or Relevant

   
Where Relevant Passages

countycosenonbrtntcaeCode-Number-Kind Code(if or Relevant Figurespp
Examiner

C
— Publication Date Nameof Patentee or Pages. Columns, LinesForeign Document Number YYYY-MM-DD Applicant of Cited Document ges,

Cite

rt
NON PATENT LITERATURE DOCUMENTS

Exami .
or Include nameof the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book,
Initials* » [magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher, city and/orcountry where published.

 
SeeDOesPOSignature Considered

*EXAMINER: Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline through citation if not in conformance and not
considered. Include copy of this form with next communication to applicant.
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Electronic AcknowledgementReceipt

Application Number: 17112404

International Application Number:

Confirmation Number: 6437

Title of Invention: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

REGN-OO8CIPCON8_2021-12-16

_SuppIDS_Trans.pdf
Transmittal Letter

e59d20d207241361 8bffo78cf72a53c377es}
6f89 
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Information:

Information Disclosure Statement (IDS)|REGN-OO8CIPCON8_2021-12-16

Form (SB08) _SuppIDS_SBO8A.pdf §513d80fd6c22504463d26bab94490854fb|
15786

Information:

This is not an USPTO supplied IDSfillable form

This AcknowledgementReceipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable.It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary componentsfora filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shownonthis
AcknowledgementReceiptwill establish the filing date of the application.
National Stage of an International Application under 35 U.S.C. 371
If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903indicating acceptanceof the application as a
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.
New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling date of
the application.

 
APOTEX V. REGENERONIPR2022-01524

REGENERONEXHIBIT 2011 PAGE 133



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 134

Electronically Filed

SeEENTAL INFORMATION

DISCLOSURE STATEMENT

Group Art Unit To Be Assigned

Addressto: To Be Assigned

Commissioner for Patents Title:
P.O. Box 1450 E Di lon”
Alexandria, VA 22313-1450 ye Ltsoraers

“Use ofa VEGF Antagonist to Treat Angiogenic
 

Sir:

Applicant submits herewith documents which may be material to the examination of this application

and in respect of which there may be a duty to disclose in accordance with 37 C.F.R. § 1.56. This submission

is not intended to constitute an admission that any documentreferred to therein is "prior art" for this invention

unless specifically designated as such. A listing of the documents is shown on enclosed Form PTO/SB/08A.

The publications discussed herein are provided to comply with the duty to disclose in accordance

with 37 C.F.R. § 1.56. However, nothing herein is to be construed as an admission that the present

invention is not entitled to antedate such publication by virtue of prior invention. Further, the dates of

publication provided maybe different from the actual publication dates which may needto be

independently confirmed

The Examineris requested to make the documentslisted on the enclosed PTO/SB/08A of record in this

application. Applicants would appreciate the Examinerinitialing and returning the initialed copy of form

PTO/SB/08A,indicating the documents cited therein have been considered and made of record herein.

Statements

Xx No statement

[] PTA Statement under 37 CFR § 1.704(d)(1): Each item of information contained in

the information disclosure statement filed herewith:

(1) Wasfirst cited in any communication from a patentoffice in a counterpart foreign or

international application or from the Office, and this communication wasnot received

by any individual designated in § 1.56(c) more than thirty dayspriorto thefiling of the

information disclosure statement; or

Gi) Is a communication that was issued by a patent office in a counterpart foreign or

international application or by the Office, and this communication was not received by
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Atty Docket No.: REGN-008CIPCON8
USSN:17/112,404

any individual designated in § 1.56(c) more than thirty days prior to the filing of the

information disclosure statement.

[] IDS Statement under 37 CFR § 1.97(e)(1): Each item of information contained in the

information disclosure statement wasfirst cited in any communication from a foreign

patent office in a counterpart foreign application not more than three monthspriorto the

filing of the information disclosure statement; or

[] IDS Statement under 37 CFR § 1.97(e)(2): No item of information contained in the

information disclosure statement was cited in a communication from a foreign patent

office in a counterpart foreign application, and, to the knowledge of the person signing

the certification after making reasonable inquiry, no item of information contained in

the information disclosure statement was known to any individual designated in §

1.56(c) more than three months prior to the filing of the information disclosure

statement.

Xx No fee is believed to be due.

[| The appropriate fee set forth in 37 C.ER. §1.17(p) accompaniesthis information disclosure
statement.

The Commissioner is hereby authorized to charge any underpaymentoffees uptoastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due with

any communication for the above-referenced patent application, including but not limited to any necessary fees

for extensions of time, or credit any overpaymentof any amount to Deposit Account No. 50-0815, order

number REGN-O008CIPCONS8.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date:_16 December 2021 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic

Reg. No. 28,807
BOZICEVIC, FIELD & FRANCIS LLP

201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065
Telephone: (650) 327-3400
Facsimile: (650) 327-3231
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ATTY. DOCKET NO. APPLICATION NO.

REGN-008CIPCON8 17/112,404

SUBSTITUTE1449 APPLICANT
INFORMATION DISCLOSURE STATEMENT REGENERON PHARMACEUTICALS,INC.

FILING DATE GROUP

December4, 2020 To be assigned

U.S. PATENT DOCUMENTS

DOCUMENT
UMBER DATE NAME REFERENCE PROVIDED*

JS 7,300,563 B2 2007-11-27|Diaddario, Jr. not required per 69 Fed. Reg. 56481

2007-11-27|Wiegand etal. not required per 69 Fed. Reg. 56481

2009-10-27|Furfineeral. not required per 69 Fed. Reg. 56481

2010-06-24|Bissery et al. not required per 69 Fed. Reg. 56481

2011-07-05|Daly etal. not required per 69 Fed. Reg. 56481

2011-10-04|Papadopouloset al. not required per 69 Fed. Reg. 56481

2013-01-01|Papadopouloset al. not required per 69 Fed. Reg. 56481

US 8,647,842 B2 2014-02-11 Papadopouloset al. not required per 69 Fed. Reg. 56481

US 10,857,205 B2 2020-12-08 Yancopoulos not required per 69 Fed. Reg. 56481

US 10,888,601 B2 2021-01-12 Yancopoulos not required per 69 Fed. Reg. 56481

US 11,066,458 B2 2021-07-20|Furfineet al. not required per 69 Fed. Reg. 56481

US 11,084,865 B2 2021-08-10|Furfineet al. not required per 69 Fed. Reg. 56481

US 11,253,572 B2 2022-02-22|Yancopoulos not required per 69 Fed. Reg. 56481

   
 

FOREIGN PATENT DOCUMENTS 

DOCUMENT
NUMBER DATE COUNTRY TRANSLATION REFERENCE PROVIDED*

Previously in US Application
14. EP 3222285 Al 2017-09-27|EPO N/A 17/072,417

     
NON-PATENT LITERATURE DOCUMENTS

Abraham etal., “Randomized, Double-Masked, Sham-Controlled Trial of . . .

15. Ranibizumab for Neovascular Age-Related Macular Degeneration: PIER Study eeeeaeplication
Year 2,” Am. J. Ophthalmology, 150(3), pp. 315-324.e1 (September 2010) ’

fe Adamis, “Ocular Angiogenesis: Vascular Endothelial Growth Factor and Other Previously in US Application
Factors,” in Retinal Pharmacotherapy 23, Nguyen etal., eds., (2010) 17/072,417

American Academy of Ophthalmology, “Anti-VEGF Treatments,” Previously in US Applicati
17. https://www.aao.org/eye-health/drugs/anti-vegf-treatments (accessed November evious 7/079 1paeason

DATE CONSIDERED

 
EXAMINER  
 
 

 
 

  
 

EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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ATTY. DOCKET NO. APPLICATION NO.

REGN-OO08CIPCONS8 17/112,404

SUBSTITUTE 1449 APPLICANT
INFORMATION DISCLOSURE STATEMENT REGENERON PHARMACEUTICALS,INC.

FILING DATE GROUP

December4, 2020 To be assigned

  
 

NON-PATENT LITERATURE DOCUMENTS

PT DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.) REFERENCE PROVIDED*

 

 

 

 

 

 

 
https://www.asrs.org/patients/retinal-diseases/3/diabetic-retinopathy (accessed 17/072,417
December30, 2021)

American Speech-Language-Hearing Association, “Calculating Medicare Fee
Schedule Rates,” Previously in US Application
https://www.asha.org/practice/reimbursement/medicare/calculating-medicare- 17/072,417
fee-schedule-rates/ (accessed November22, 2021)

Amgen v. F. Hoffman-La Roche, Ltd., Case No. 05-cv-12237 (D. Mass.), ECF
610-3, Declaration of Alexander M. Klibanov, Ph.D. in Support of Defendants’ . . a

“os > : : 5 Previously in US Application
Opposition to Amgen’s Motion for Summary Judgmentof Infringementof ’422 17/072,417
Claim 1, °933 Claim 3, and ’698 Claim 6 (June 28, 2007), cited in Deposition of
Dr. Alexander M. Klibanov, Ph.D., on March 24, 2022

Amgen, “Fusion Protein,” https://www.amgen.com/stories/20 1 8/08/the-shape- Previously in US Application
: of-drugs-to-come/fusion-protein (accessed January 7, 2022) 17/072,417

 

 
 

  pfs|American Academy of Ophthalmology, “Bevacizumab,” Previously in US Application: https://eyewiki.aao.org/Bevacizumab (accessed November 2, 2021) 17/072,417

American Academy of Ophthalmology, “Ophthalmology Subspecialists,” June . . .— 19. 6, 2016, https://www.aao.org/eye-health/tips-prevention/ophthalmology- eeeeaeplicationsubspecialists (accessed September 26, 2022) ,
American Academy of Ophthalmology,“Retinal Vasculitis,” Previously in US Application
https://eyewiki.aao.org/Retinal_Vasculitis (accessed January 13, 2022) 17/072,417
American Academy of Ophthalmology,“What is Avastin,” Previously in US Application
https://www.aao.org/eye-health/drugs/avastin (accessed November9, 2021) VHOT2,A17
American Academy of Ophthalmology,“Whatis Eylea,” . . .
https://www.aao.org/eye-health/drugs/what-is-eylea (accessed November9, ereeaeplication
2021) ‘
American Academy of Ophthalmology,“Whatis Lucentis,” Previously in US Application
https://www.aao.org/eye-health/drugs/lucentis (accessed November 9, 2021) VHOT2,A17
American Society of Retina Specialists, “About Us,” Previously in US Application
https://www.asrs.org/about (accessed December 6, 2021) VHOT2,A17
American Society of Retina Specialists, “Age-Related Macular Degeneration,” . . .

: : : Previously in US Application
https://www.asrs.org/patients/retinal-diseases/2/agerelated-macular- 17/072,417
degeneration (accessed December 30, 2021)

American Society of Retina Specialists, “Branch Retinal Vein Occlusion,” Previously in US Application
https://www.asrs.org/patients/retinal-diseases/24/branch-retinal-vein-occlusion -1072,1P
(accessed December 30, 2021)

American Society of Retina Specialists, “Central Retinal Vein Occlusion,” . . .
: : : : : : Previously in US Application

| https://www.asrs.org/patients/retinal-diseases/22/central-retinal-vein-occlusion 17/072,417
(accessed December 30, 2021)

American Society of Retina Specialists, “Diabetic Retinopathy,” . .
Previously in US Application 

DATE CONSIDERED 
 
 

 
 

  EXAMINER

 

EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant.
 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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APPLICATION NO.

17/112,404

 
ATTY. DOCKET NO.

REGN-008CIPCON8

SUBSTITUTE 1449 APPLICANT
INFORMATION DISCLOSURE STATEMENT

 

REGENERON PHARMACEUTICALS,INC.
FILING DATE GROUP

December 4, 2020

 
  

To be assigned 

33.
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Aminoacid sequencealignment of SEQ ID NO:2 of the ’338 and ’069 patents
with aflibercept amino acid sequence from WHO 2006, SEQ ID NO:16 of the
°*758 patent, and SEQ ID NO:16 of the ’959 patent, submitted on May 27, 2022,
in IPR2021-00881 as Exhibit 1122

Aminoacid sequencealignment of SEQ ID NO:?2 of the ’338 patent with SEQ
ID NO:16 of the ’758 patent and SEQ ID NO:4of Dix, submitted in IPR2022-
00881 as Exhibit 1093

REFERENCE PROVIDED*

Previously in US Application
17/072,417

Previously in US Application
17/072,417
 

34,

Aminoacid sequencealignment of SEQ ID NO:2 of the ’338 patent, aflibercept
amino acid sequence from WHO 2006, and SEQ ID NO:?2of the ’173 patent,
cited in Deposition of Dr. Alexander M. Klibanov, Ph.D., on March 24, 2022,
submitted in IPR2021-00881 as Exhibit 1117

Previously in US Application
17/072,417
 

35.

wwa

Aminoacid sequencealignment of SEQ ID NO:2 of the 681 and ’601 patents
with aflibercept amino acid sequence from WHO 2006, SEQ ID NO:16 of the Previously in US Application

°758 patent, and SEQ ID NO:16 of the ’959 patent, submitted in IPR2022- 17/072,417
01226 as Exhibit 1087

Amino acid sequence alignment of SEQ ID NO:2 of the ’681 and ’601 patents Previously in US Application
with SEQ ID NO:16 of the ’758 patent and SEQ ID NO:2 of the ’173 patent,
submitted in IPR2022-01226 as Exhibit 1092

Annotated version of ?338 patent claim 1, cited in Deposition of Dr. Diana V.
Do, M.D., on April 21, 2022

ASRSClinical Updates, “ASRS Fights Novitas [sic] Decision to Interpret Eylea
Usage More Frequently than q8 as ‘Off Label',” (May 24, 2016) (accessed April
7, 2022), cited in Deposition of Dr. David M. Brown, M.D., on April 26, 2022

17/072,417

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417
 

Avastin Label (revised 2004),

https://www.accessdata.fda.gov/drugsatfda_docs/label/2004/125085Ibl.pdf
(accessed September 26, 2022)

Previously in U S Application
17/072,417
 

BasePair Biotechnologies, “What is an Aptamer? — Aptamers and SELEX,”
https://www.basepairbio.com/what-is-an-aptamer/ (accessed December30,
2021)

Previously in U S Application
17/072,417
  

Batta et al., “Trends in FDA Drug Approvals Over Last 2 Decades: An
Observational Study,” J. FAMILY MEDICINE & PRIMARY CARE,9, pp. 105-
114 (2020)

Bausch and Lomb,“Help YourPatients Obtain Access to Visudyne,”

Previously in U S Application
17/072,417

42. https://www.bauschretinarx.com/visudyne/ecp/ordering/ (accessed January 12, eeeeaeplication
2022) ,
Bausch and Lomb,“Visudyne,” . . a

Previously in US Application

ww

a»

a>

https://www.bauschretinarx.com/visudyne/ecp/about/ (accessed December2,
2021)

 
Bausch Health Companies, Form 10-K, 2020

17/072,417

 
Previously in U S Application

17/072,417 
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Beovu Label (revised June 2020), Previously in US Apolicati
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/761 125s004Ibl.pdf eeOAL
(accessed September 26, 2022) ,
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17/072,417
(accessed September 26, 2022)
Bhisitkul er al., “Alternative anti-VEGFtreatment regimensin exudative age- Previously in US Application
related macular degeneration,” Expert Rev. Ophthalmol., 5(6) (January 2010) 17/072,417 

BIOSPACE,“Bayer HealthCare AG and Regeneron Pharmaceuticals,Inc. to
Collaborate on VEGF Trap for the Treatment Of Eye Diseases; Regeneron
Retains U.S. Commercialization Rights, Receives $75 Million Upfront, and
Eligible for up to $245 Million of Milestone Payments,” (October 19, 2006),
https://www.biospace.com/article/releases/bayer-healthcare-ag-and-regeneron-
pharmaceuticals-inc-to-collaborate-on-vegf-trap-for-the-treatment-of-eye-
diseases-b-regeneron-b-retains-u-s-c/ (accessed September 26, 2022)

Borketal., “Increasing the Sialylation of Therapeutic Glycoproteins: The
Potential of the Sialic Acid Biosynthetic Pathway,” J. Pharm. Sci., 98(10), pp.
3499-3508 (October 2009)

Bright Focus Foundation, “Age-Related Macular Degeneration: Facts & . . .
Figures,” https://www.brightfocus.org/macular/article/age-related-macular- eeeeaeplication
facts-figures (accessed November 5, 2021) ,
Brownet al., “Intravitreal Aflibercept Injection for Macular Edema Secondary . .
to Central Retinal Vein Occlusion: 1-Year Results from the Phase 3 ereeaeplication
COPERNICUSStudy”, Am. J. Ophthalmol., 155, pp. 329-437 (March 2013) ‘
Brownet al., “Ranibizumab Versus Verteporfin Photodynamic Therapy for Previously in US Application
Neovascular Age-Related Macular Degeneration: Two-Year Results of the -1072,1P
ANCHORStudy,” Ophthalmology, 116(1), pp. 57-65.e5 (January 2009)
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Ophthalmology, 117(12), pp. 2387-2394.e5 (December 2010) (online 17/072,417
publication)

Cantu et al., “Thioesterases: A New Perspective Based on Their Primary and Previously in US Application
Tertiary Structures,” Protein Science, 19(17), pp. 1281-1295 (uly 2010) 17/072,417
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|s9.|Center for Drug Evaluation and Research, Medical Review for BLA Previously in US Application: Application No. 125387 (November 18, 2011) 17/072,417

foo.|Center for Drug Evaluation and Research, Statistical Review for BLA Previously in US ApplicationApplication No. 125387 (November 18, 2011) 17/072,417
Centers for Disease Control and Prevention, “Vision Loss: A Public Health

Problem,”https://www.cdc.gov/visionhealth/basic_information/vision_loss.htm
(accessed June 12, 2020)

Centers for Medicare & Medicaid Services, “Medicare Physician & Other
Practitioners - by Provider and Service,”https://data.cms.gov/provider-
summary-by-type-of-service/medicare-physician-other-practitioners/medicare-
physician-other-practitioners-by-provider-and-service (accessed November19,
2021)

Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
Medicare Part B Drugs: Effective October 1, 2012, through December31,
2012,” (October 2012), https:/Awww.cms.gov/Medicare/Medicare-Fee-for-
Service-Part-B-Drugs/McrPartBDrugAvgSalesPrice/2012ASPFiles (accessed
September 26, 2022)

Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
Medicare Part B Drugs: Effective October 1, 2013, through December31,

64. 2013,” (October 2013), https:/Awww.cms.gov/Medicare/Medicare-Fee-for-
Service-Part-B-Drugs/McrPartBDrugAvgSalesPrice/2013ASPFiles (accessed
September 26, 2022)
Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
Medicare Part B Drugs: Effective October 1, 2014, through December31,

65. 2014,” (October 2014), https://www.cms.gov/Medicare/Medicare-Fee-for- Previouslya“aeplication
Service-Part-B-Drugs/McrPartBDrugAvgSalesPrice/2014ASPFiles (accessed ,
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Previously in US Application
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Previously in US Application
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Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
Medicare Part B Drugs: Effective October 1, 2015, through December31,
2015,” (October 2015), https:/Awww.cms.gov/Medicare/Medicare-Fee-for-
Service-Part-B-Drugs/McrPartBDrugAvgSalesPrice/2015ASPFiles (accessed
September 26, 2022)

Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
Medicare Part B Drugs: Effective October 1, 2016, through December31,

67. 2016,” (October 2016), https:/Awww.cms.gov/Medicare/Medicare-Fee-for-
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Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
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Medicare Part B Drugs: Effective October 1, 2020, through December31, Previously in US Application
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Centers for Medicare & Medicaid Services, “Payment Allowance Limits for
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2021,” (October 2021), https:/Awww.cms.gov/medicare/medicare-part-b-drug- 17/072,417
average-sales-price/202 | -asp-drug-pricing-files (accessed September 26, 2022)

Centers for Medicare & Medicaid Services, “Physician Fee Schedule,” Previously in US Application
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from their primary, secondary, andtertiary structures,” Protein Science, 25(11), 17/072,417
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publication)
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Clark et al., “Treatment Paradigms in AMD Management: Assessing Consistent
Long-Term Dosing,” RETINA TODAY SUPP., pp. 1-16 (September 2017), cited
in Deposition of Dr. David M. Brown, M.D., on April 26, 2022

ClinicalTrials.gov Archive, History of Changes for Study: NCT00473330, “A
Study of Ranibizumab Injection in Subjects With Clinically Significant Macular
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ClinicalTrials.gov Archive, History of Changes for Study: NCT00473382, “A
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Edema (ME) With Center Involvement Secondary to Diabetes Mellitus
(RIDE),” Version 13, dated March 21, 2017, submitted in IPR2021-00881 as
Exhibit 2123

ClinicalTrials.gov Archive, History of Changes for Study: NCT00485836, “A
Study of the Efficacy and Safety of Ranibizumab Injection in Patients With
Macular Edema Secondary to Central Retinal Vein Occlusion (CRUISE),”
Version 10, dated June 29, 2017, submitted in IPR2021-00881 as Exhibit 2125

ClinicalTrials.gov Archive, History of Changes for Study: NCT00486018, “A
Study of the Efficacy and Safety of Ranibizumab Injection in Patients With
Macular Edema Secondary to Branch Retinal Vein Occlusion (BRAVO),”
Version 12, dated April 4, 2017, submitted in IPR2021-00881 as Exhibit 2124

Previously in US Application
17/072,417

Previously in US Application
17/072,417

Previously in US Application
17/072,417
 

ClinicalTrials.gov Archive, History of Changes for Study: NCT00519285,
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submitted in IPR2021-00881 as Exhibit 2078
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17/072,417
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ClinicalTrials.gov Archive, History of Changes for Study: NCT00644124,
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Hodgkin B-Cell Lymphoma,” Version 01, dated March 21, 2008, submitted in
IPR2021-00881 as Exhibit 2079

ClinicalTrials.gov Archive, History of Changes for Study: NCT00794417, “A
Study of Aflibercept Administered in Combination With Pemetrexed and
Cisplatin in Patients With Advanced Carcinoma,” Version 01, dated November
19, 2008, submitted in IPR2021-00881 as Exhibit 2053

ClinicalTrials.gov Archive, History of Changes for Study: NCT01148615, “A
Study of Intravenous Aflibercept With Docetaxel in Chinese Patients With
Solid Tumors,” Version 01, dated June 21, 2010, submitted in IPR2021-00881
as Exhibit 2054
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ClinicalTrials.gov Archive, History of Changes for Study: NCT01486771,
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(M-PDRSED),” Version 01, dated December 5, 2011, submitted in IPR2021-
00881 as Exhibit 2109

ClinicalTrials.gov Archive, History of Changes for Study: NCT01940900, “A
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Monotherapy,” Version 21, dated August 13, 2018, submitted in IPR2021-
00881 as Exhibit 2025
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ClinicalTrials.gov Archive, History of Changes for Study: NCT01944839, “A
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Monotherapy,” Version 27, dated August 8, 2018, submitted in IPR2021-00881
as Exhibit 2024

ClinicalTrials.gov Archive, History of Changes for Study: NCT02247479, “A
Study Investigating the Efficacy and Safety of LampalizumabIntravitreal
Injections in Participants With Geographic Atrophy Secondary to Age-Related
Macular Degeneration (CHROMA),” Version 60, dated June 17, 2019,
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ClinicalTrials.gov Archive, History of Changes for Study: NCT02247531, “A
Study Investigating the Safety and Efficacy of Lampalizumab Intravitreal
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00881 as Exhibit 2023

ClinicalTrials.gov Archive, History of Changes for Study: NCT036309572,
“Efficacy and Safety Trial of ConberceptIntravitreal Injection for Neovascular
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00881 as Exhibit 2022

ClinicalTrials.gov, “1997: Congress Passes Law (FDAMA) Requiring Trial

Previously in US Application
17/072,417

Previously in US Application
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  92(1), pp. 59-62 (1981) 17/072,417
Complaint, Horizon Healthcare Servs., Inc. v. Regeneron Pharms., Inc., No. Previously in US Application
1:22-cv-10493-FDS (D. Mass. April 4, 2022), ECF Nos. 1 — 1-18 17/072,417
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(D. Mass. June 24, 2020), ECF Nos. 1 — 1-39 17/072,417

Corporate FinanceInstitute, “SEC Filings - Requirements for Public Companies
& Where to Find Them,” Previously in US Application
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(October 1, 2007), https:/Awww.retinalphysician.com/issues/2007/october-
2007/ongoing-treatment-for-patients-with-neovascular-am (accessed September
26, 2022)

Retinal Physician, “Retinal Physician Symposium Covers Broad Range of
Topics,” (September1, 2006),
https://www.retinalphysician.com/issues/2006/september-2006/retinal-
physician-symposium-covers-broad-range-of (accessed February 4, 2022)

 
REFERENCE PROVIDED*

Previously in US Application
17/072,417

Previously in US Application
17/072,417
 

Retinal Physician, “Revisiting an Early Treatment for Wet AMD:Is There a
Role for Thermal Laser in the Era of Anti-VEGF Therapy?”Press Release,
(September 1, 2011) https://www.retinalphysician.com/issues/201 1/september-
201 1/revisiting-an-early-treatment-for-wet-amd (accessed September 26, 2022)

Previously in US Application
17/072,417
 

Roche, “FDA Approves Lucentis for Treatment of Diabetic Macular Edema,”
Press Release, (August 13, 2012) https://www.roche.com/investors/updates/inv-

Previously in US Application
17/072,417

update-2012-08-13.htm (accessed September 26, 2022)

Roche, “FDA Approves Roche’s Lucentis for Diabetic Retinopathy, the
Leading Cause of Blindness Among Working Age Adults in the United States,” Previously in US Application
Press Release, (April 18, 2017) https:/Awww.roche.com/media/releases/med- 17/072,417
cor-2017-04-18b.htm (accessed September 26, 2022)

Previously in US Application
Roche, Finance Report, 2020, submitted in IPR2021-00881 as Exhibit 2256 

  
 

 

 
17/072,417

Roweet al., Handbook ofPharmaceutical Excipients, Cover to Preface (5th ed. Previously in US Application
2006) (London, UK) 17/072,417

Schneider, “Nits, Grits, and Soft Information in SEC Filings,” U. PA. L. REV., Previously in US Application
121(2), pp. 254-305 (1972) (Philadelphia, PA) 17/072,417

Schweitzer, Pharmaceutical Economics and Policy: Second Edition, Oxford Previously in US Application
University Press (2007) (New York, NY) 17/072,417

ScienceDaily, “FDA ApprovesFirst Angiogenesis Inhibitor to Treat Colorectal
Cancer,” Press Release, (February 27, 2004) Previously in US Application
https://www.sciencedaily.com/releases/2004/02/04022707 1334.htm (accessed 17/072,417
September 26, 2022)

285 Shen et al., “Clearance of Intravitreal Voriconazole,” Invest. Ophthalmology & Previously in US Application
‘ Visual Sci., 45(5), pp. 2238-2241 (May 2007) 17/072,417

286 Sivaprasad, “Sustained-Release Steroid Options For DME Therapy,”Retina Previously in US Application
‘ Today, pp. 34-36 (September 2021) VHOT2,A17

Sola et al., “Effects of Glycosylation on the Stability of Protein . .
287.|Pharmaceuticals,” Journal ofPharmaceutical Sciences, 98(4), pp. 1223-1245 Previously in US Application

(April 2009)

 
17/072,417 

EXAMINER   
 

DATE CONSIDERED

 

 EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

 
  

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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December4, 2020 To be assigned

 
 

NON-PATENT LITERATURE DOCUMENTS

PT DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.)
Stefanini et al., “Increase of Plasma VEGFafter Intravenous Administration of

BevacizumabIs Predicted by a Pharmacokinetic Model,” CANCER

 
REFERENCE PROVIDED*

Previously in US Application

 

288. RESEARCH,70(23), pp. 9886-9894 (December 2010), cited in Deposition of 17/072,417
Dr. Alexander M. Klibanov, Ph.D., on March 24, 2022

Thomaset al., “Comparative Effectiveness of Aflibercept for the Treatment of . . .
Patients with Neovascular Age-related Macular Degeneration,” Clinical eeeeaeplication
Ophthalmology, 7, pp. 495-501 (March 2013) ,
Thomson Reuters, “Thomson Reuters Links Discovery and Literature Citation Previously in US Application
 

 

 

  
IPR2021-0088 1

Databases,” Press Release (January 4, 2010) 17/072,417
Transcript of Deposition of Doris Weber dated May 13, 2022, in IPR2021- Previously in US Application
00881 17/072,417

Transcript of Deposition of Dr. Alexander M. Klibanov, Ph.D., dated March 24, Previously in US Application
2022, in IPR2021-00880 and IPR2021-00881 - [IREDACTED]] 17/072,417

Transcript of Deposition of Dr. David M. Brown, M.D., dated April 26, 2022, in Previously in US Application
IPR2021-00880 and IPR2021-00881 17/072,417

Transcript of Deposition of Dr. Diana V. Do, M.D., dated April 21, 2022, in Previously in US Application
17/072,417

 

 

 

  
304. January 1, 2022, submitted in IPR2021-00881 as Exhibit 1167

EXAMINER  

 
DATE CONSIDERED

 295. Transcript of Deposition of Dr. Lucian V. Del Priore, M.D., dated April 29, Previously in US Application
2022, in IPR2021-00881 - [[REDACTED]] 17/072,417

296 Transcript of Deposition of Dr. Richard Manning, Ph.D., dated May 4, 2022, in Previously in US Application
‘ IPR2021-00881 - [[TREDACTED]] 17/072,417

297 Transcript of Deposition of Ivan Hofmann dated June 23, 2022, in IPR2021- Previously in US Application
‘ 00880 and IPR2021-00881 - [IREDACTED]] 17/072,417

298. Transcript of Deposition of Mary Gerritsen, Ph.D., dated June 17, 2022, in Previously in US Application
IPR2021-00880 and IPR2021-00881 17/072,417

Transcript of Deposition of Thomas Albini, M.D., dated June 22, 2022, in Previously in US Application
IPR2021-00880 and IPR2021-00881 17/072,417

Transcript of the Teleconference before the United States Patent Trial and Previously in US Application
Appeal Board dated February 23, 2022, in IPR2021-00881 VHOT2,A17
Transcript of the Teleconference before the United States Patent Trial and Previously in US Application
Appeal Board dated May 19, 2022, in IPR2021-00880 and IPR2021-00881 VHOT2,A17
Transcript of the Teleconference before the United States Patent Trial and Previously in US Application
Appeal Board dated September 8, 2021, in IPR2021-00881 VHOT2,A17
U.S. Department of Health and Human Services (ASPE), “Medicare Part B
Reimbursement of Prescription Drugs,” 6/2014, available at: Previously in US Application
https://aspe.hhs.gov/sites/default/files/private/pdf/106966/ib_mprpd.pdf 17/072,417
(accessed September 26, 2022)

United Healthcare, “Ophthalmologic Policy: VEGFInhibitors,” effective Previously in US Application
17/072,417

 
  

 considered. Include copy of this form with next communication to Applicant.
EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not

 

 
 identified by its U.S. Application Numberin this Information Disclosure Statement.

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
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NON-PATENT LITERATURE DOCUMENTS

PT DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.) REFERENCE PROVIDED*

USC-Brookings, “Medicare Payment for Physician-Administered (Part B)
Drugs: The Interim Final Rule and a Better Way Forward,”
https://www.brookings.edu/blog/usc-brookings-schaeffer-on-health-

Previously in US Application

 
policy/2021/02/10/medicare-payment-for-physician-administered-part-b-drugs/ MOTANT
(accessed September 26, 2022)
Vanderkam, “George Yancopoulos: Doing Well by Trying to Do Good,”
SCIENTIFIC AMERICAN,https://www.scientificamerican.com/article/george- Previously in US Application
yancopoulos-westinghouse/ (accessed April 14, 2022), cited in Deposition of
Dr. Diana V. Do, M.D., on April 21, 2022

17/072,417
 

Verywell Health, “Macular Degeneration: Timeline of Vision Loss
Progression,” https://www.verywellhealth.com/macular-degeneration-timeline-
5069947 (accessed March 21, 2021)

Previously in U S Application
17/072,417 

 
309

310.

Vestrum Health, “Pharmaceutical Companies,”
https://www.vestrumhealth.com/pharma.php (accessed January 3, 2022)

Vestum Health, “Homepage,”https://www.vestrumhealth.com/index.php
(accessed January 3, 2022)

Visudyne Label(revised April 2016),
https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/021119s027Ib1pdf
(accessed September 26, 2022)

Volkin et al., “Alterations in the Structure of Proteins that Cause Their

Irreversible Inactivation,” Developments in Biological Standardization, 74, pp.
73-81 (1992) (Basel, SD

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417 

Weidneret al., “Observations Regarding the Average Sales Price
Reimbursement Methodology,” Evidence-Based Oncology, 27(4), pp. 156-160
(2021)

Previously in U S Application
17/072,417 

Wells ez al., “Aflibercept, Bevacizumab, or Ranibizumab for Diabetic Macular
Edema,” The New England Journal ofMedicine, 372(13), pp. 1193-1203 (2015)

Previously in U S Application
17/072,417 

Wilhelmus, “The Red Eye, Infectious Conjunctivitis, Keratitis,

  
EXAMINER  

Endophthalmitis, and Periocular Cellulitis,” INFECTIOUS DISEASE CLINICS eeeeecaton
N.AM., 2(1), pp. 99-116 (March 1988) (Philadelphia, PA) ‘
Wirbelauer, “Managementof the Red Eye for the Primary Care Physician,” AM. Previously in US Application

(2006), cited in Deposition of Dr. Alexander M. Klibanov, Ph.D., on March 24,
2022

 
DATE CONSIDERED

 
J. MED., 119(4), pp. 302-306 (April 2006) (online publication) 17/072,417

World Health Organization, “Blindness and Vision Impairment Fact Sheet,” Previously in US Application
316. Press Release, (October 14, 2021) https://www.who.int/news-room/fact- -1072,1P

sheets/detail/blindness-and-visual-impairment (accessed September 26, 2022)

World Health Organization, “International Nonproprietary Namesfor

317. Pharmaceutical Substances (INN),” WHO Drug Information, 20, pp. 118-119 Previously in US Application
17/072,417

 
  

 EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

 
 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
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NON-PATENT LITERATURE DOCUMENTS

PT DOCUMENT(Including Author, Title, Date, Pertinent Pages, etc.) REFERENCE PROVIDED*
Yahoo Finance, “Beovu Now Publicly Reimbursed in Ontario and New

 

318 Brunswickfor the Treatment of Neovascular Wet AMD,”Press Release, Previously in US Application
‘ (December17, 2021) https://finance.yahoo.com/news/beovu-brolucizumab- 17/072,417

injection-now-publicly-120000109.html (accessed December30, 2021)

Yang, “Comparison of Binding Characteristics and in vitro Activities of Three

319 Inhibitors of Vascular Endothelial Growth Factor A,” Molecular Previously in US Application
: Pharmaceutics, 11(10), pp. 3421-3429 (October 2014), cited in Deposition of 17/072,417

Dr. Alexander M. Klibanov, Ph.D., on March 24, 2022

320 Yorston, “Anti-VEGF Drugsin the Prevention of Blindness,” Community Eye Previously in US Application
: Health Journal, 27(87), pp. 44-46 (2014) 17/072,417 

Zucchi, “EDGAR:Investors’ One-Stop-Shop For CompanyFilings,”
321. YAHOO!LIFE,https://www.yahoo.com/lifestyle/tagged/health/edgar-investors-

one-stop-shop-170000800.html (accessed January 20, 2021)

Previously in US Application
17/072,417

  
 

EXAMINER DATE CONSIDERED 
 
 

 
 

  
 

EXAMINER:Initial if reference considered, whetheror not citation is in conformance with MPEP 609. Drawline throughcitation if not in conformance and not
considered. Include copy of this form with next communication to Applicant. 

*Copies of the listed references are either submitted herewith or were previously cited by or submitted to, the Office in a prior application. Pursuant to 37 C.F.R. §
1.97(d) and MPEP§609,the indicated reference may have been previously cited by or submitted to, the Office in a prior application, where the prior applicationis
identified by its U.S. Application Numberin this Information Disclosure Statement.
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Electronically Filed

Attorney Docket No.
Confirmation No.

INFORMATION First Named Inventor
DISCLOSURE STATEMENT Application Number

Filing Date

Group Art Unit po
Addressto: Examiner Name Pe
Commissioner for Patents Title:
P.O. Box 1450 . a
Alexandria, VA 22313-1450 Eye Disorders

“Use ofa VEGF Antagonist to Treat Angiogenic
 

Sir:

The attention of the Examineris invited to the documentslisted on the attached Substitute 1449.

Copies of the U.S. patents and published applications listed on the attached Substitute 1449 are not

submitted herewith, in accordance with the Strategic Plan Final Rule, 69 Fed. Reg. 56481-56547

(September 21, 2004), effective October 21, 2004.

Copies of the foreign publication and non-patentliterature documents listed on the attached

Substitute 1449 are submitted in parent U.S. Application No. 17/072,417.

It is respectfully requested that the information above be expressly considered during the

prosecution of this application, and that the documents be made of record therein and appear among the

“References Cited” on any patent to issue therefrom.

No aspect of these submissions constitute admission of prior art status or a disclaimer of claim

scope.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

Statement under 37 C.F.R. §§1.56 and 1.2

Applicant hereby advises the Examinerofthe status of a co-pending application(s) in compliance

with the Applicant’s duty to disclose under 37 C.F.R. §$1.56 and 1.2 (see also M.P.E.P. §2001.06(b)) as

discussed in McKesson Info. Soln. Inc., v. Bridge Medical Inc., 487 F.3d 897 (Fed. Cir. 2007).

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 13/940,370, filed July 12, 2013, which issued as U.S. Patent No.

9,254,338 on February 9, 2016.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 14/972,560, filed December 17, 2015, which issued as U.S. Patent

No. 9,669,069 on June 6, 2017.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 15/471,506, filed March 28, 2017, which issued as U.S. Patent No.

10,130,681 on November 20, 2018.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 16/055,847, filed August 6, 2018, which issued as U.S. Patent No.

10,857,205 on December8, 2020.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 16/159,282, filed October 12, 2018, which issued as U.S. Patent No.

10,828,345 on November 10, 2020.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 16/397,267, filed April 29, 2019, which issued as U.S. Patent No.

10,888,601 on January 12, 2021.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 17/352,892, filed June 21, 2021, which issued as U.S. Patent No.

11,253,572 on February 22, 2022.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/072,417, filed October 16, 2020. No actions have been mailed to

date.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/112,063, filed December 4, 2020. No actions have been mailed

to date.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/350,958, filed June 17, 2021. No actions have been mailed to

date.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/740,744, filed May 10, 2022. A Non-Final Office Action was

mailed on July 20, 2022.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review No. IPR2021-00880 of U.S. Patent No. 9,669,069, filed on May 5, 2021; and

IPR2021-00881 of U.S. Patent No. 9,254,338, filed on May 5, 2021. Both of which are currently awaiting

final decision from PTAB.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review No. IPR2022-01225 of U.S. Patent No. 10,130,681, filed on July 1, 2022;

and IPR2022-01226 of U.S. Patent No. 10,888,601, filed on July 1, 2022.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review No. IPR2022-01524 of U.S. Patent No. 11,253,572, filed on September9,

2022.

These documents and the corresponding file wrappers are available on PAIR or PTAB E2E,and

thus are not provided with this communication. Please inform the undersigned if there is any difficulty in

obtaining the documents from PAIR or PTAB E2E.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

Statements

SSAEASESEASESSSSASNSNSNSASSNNSAAANASANSANSAANASNENANE

[] PTA Statement under 37 CFR § 1.704(d)(1): Each item of information contained in

the information disclosure statement filed herewith:

(1) Wasfirst cited in any communication from a patentoffice in a counterpart foreign or

international application or from the Office, and this communication wasnot received

by any individual designated in § 1.56(c) more than thirty dayspriorto thefiling of the

information disclosure statement; or

Gi) Is a communication that was issued by a patent office in a counterpart foreign or

international application or by the Office, and this communication was not received by

any individual designated in § 1.56(c) more than thirty days prior to the filing of the

information disclosure statement.

SSRSASNSSASSNSASSSSSASSSSSASSSANSSSNSSANSSANSSANSSASSSANSSANSSSNSNSSNSSNSENSSNSNASEANNSSASSESSNENSENSNASAENNSAERAN!

LC] IDS Statement under 37 CFR § 1.97(e)(1): Each item of information contained in the

information disclosure statement wasfirst cited in any communication from a foreign

patent office in a counterpart foreign application not more than three monthspriorto the

filing of the information disclosure statement; or

LC] IDS Statement under 37 CFR § 1.97(e)(2): No item of information contained in the

information disclosure statement was cited in a communication from a foreign patent

office in a counterpart foreign application, and, to the knowledge of the person signing

the certification after making reasonable inquiry, no item of information contained in

the information disclosure statement was known to any individual designated in §

1.56(c) more than three months prior to the filing of the information disclosure

statement.

Fees

Xx No fee is believed to be due.

[| The appropriate fee set forth in 37 C.ER. §1.17(p) accompaniesthis information disclosure
statement.
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Atty Docket No.: REGN-008CIPCON8
USSN:17/112,404

The Commissioner is hereby authorized to charge any underpaymentoffees uptoastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due with

any communication for the above-referenced patent application, including but not limited to any necessary fees

for extensions of time, or credit any overpaymentof any amount to Deposit Account No. 50-0815, order

number REGN-O008CIPCONS8.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date:_October 25, 2022 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic, Reg. No. 28,807

 

BOZICEVIC, FIELD & FRANCIS LLP

201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065
Telephone: (650) 327-3400
Facsimile: (650) 327-3231
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Electronic AcknowledgementReceipt

Application Number: 17112404

International Application Number:

Confirmation Number: 6437

Title of Invention: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

261328

Information Disclosure Statement (IDS)|REGN-OO8CIPCON8_2022-10-2

Form (SB08) _sup_IDS_1449.pdf clbb1a2c3e139dcl 1f3d220d3d2d93fbd04}
d17a6 
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Information:

This is not an USPTO supplied IDSfillable form

REGN-O08CIPCON8_2022-10-2
Transmittal Letter “sup_IDS_trans.pdf 3dde0766505a347a7801e32ee921667bc81

cecde

Information:

This AcknowledgementReceipt evidences receipt on the noted date by the USPTO ofthe indicated documents,
characterized by the applicant, and including page counts, where applicable.It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary componentsfora filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shownonthis
AcknowledgementReceiptwill establish the filing date of the application.
National Stage of an International Application under 35 U.S.C. 371
If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903indicating acceptanceof the application as a
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.
New International Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling date of
the application.

 
APOTEX V. REGENERONIPR2022-01524

REGENERONEXHIBIT 2011 PAGE 167



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 168

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and TrademarkOffice
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
www.uspto.gov 

17/112,404 12/04/2020 George YANCOPOULOS REGN-OO08CIPCON8 6437

Regeneron - Bozicevic, Field & Francis
201 REDWOOD SHORES PARKWAY LOCKARD, JON MCCLELLAND
SUITE 200

REDWOODCITY, CA 94065 PAPER NUMBER
1647

NOTIFICATION DATE DELIVERY MODE

10/27/2022 ELECTRONIC

Please find below and/or attached an Office communication concerning this application or proceeding.

Thetime period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the
following e-mail address(es):

docket @ bozpat.com

PTOL-90A (Rev. 04/07)
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Application No. Applicant(s)

17/112,404 YANCOPOULOS, George

Office Action Summary Examiner Art Unit AIA (FITF) Status
JON M LOCKARD 1647 No

-- The MAILING DATEofthis communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLYIS SET TO EXPIRE 3 MONTHS FROM THE MAILING

DATE OF THIS COMMUNICATION.Extensions of time may be available underthe provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed after SIX (6) MONTHSfrom the mailing
date of this communication.

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHSfrom the mailing date of this communication.
- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED(35 U.S.C.§ 133).

Any reply received by the Office later than three months after the mailing date of this communication, evenif timely filed, may reduce any earned patent term
adjustment. See 37 CFR 1.704(b).

Status

1) Responsive to communication(s) filed on 04 December 2020.
C) A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/werefiled on

2a)() This action is FINAL. 2b)¥)This action is non-final.

3)02 An election was madeby the applicant in responseto a restriction requirement set forth during the interview
on ; the restriction requirement and election have been incorporated into this action.

4)\0) Since this application is in condition for allowance except for formal matters, prosecution as to the merits is
closed in accordance with the practice under Exparte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims*

) Claim(s) 21-54 is/are pending in the application.
5a) Of the above claim(s) ___ is/are withdrawn from consideration.

Cj} Claim(s) is/are allowed.

Claim(s) 21-54 is/are rejected.

)

) S)

) © Claim(s)___is/are objected to.

) S)Cj) Claim(s are subjectto restriction and/or election requirement
* If any claims have been determined allowable, you maybeeligible to benefit from the Patent Prosecution Highway program at a

participating intellectual property office for the corresponding application. For more information, please see

http://Awww.uspto.gov/patents/init_events/pph/index.jsp or send an inquiry to PPHfeedback@uspto.gov.

Application Papers

10)( The specification is objected to by the Examiner.

11) The drawing(s) filed on 04 December 2020 is/are: a)¥) accepted or b)L) objected to by the Examiner.
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d).

Priority under 35 U.S.C. § 119

12)1) Acknowledgmentis made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d)or(f).
Certified copies:

a)Q) All b)L) Some** _—_c)L) Noneofthe:

1.2) Certified copies of the priority documents have been received.

2.2 Certified copies of the priority documents have been received in Application No.

3.4.) Copies of the certified copies of the priority documents have been receivedin this National Stage
application from the International Bureau (PCT Rule 17.2(a)).

* See the attached detailed Office action fora list of the certified copies not received.

Attachment(s)

1) ([] Notice of References Cited (PTO-892) 3) (LJ Interview Summary (PTO-413)
Paper No(s)/Mail Date

2) Information Disclosure Statement(s) (PTO/SB/08a and/or PTO/SB/08b) 4) (J Other:
Paper No(s)/Mail Date

U.S. Patent and Trademark Office

PTOL-326 (Rev. 11-13) Office Action Summary Part of Paper No./Mail Date 20221021

 
APOTEX V. REGENERONIPR2022-01524

REGENERONEXHIBIT 2011 PAGE 169



APOTEX V. REGENERON IPR2022-01524 
REGENERON EXHIBIT 2011 PAGE 170

Application/Control Number: 17/112,404 Page 2
Art Unit: 1647

1.

2.

Notice ofPre-AIA or AIA Status

The present application is being examined underthe pre-AJA first to invent provisions.

DETAILED ACTION

Status ofApplication, Amendments, and/or Claims

The Preliminary Amendmentfiled on 04 December 2020 has been entered in full.

Claims 1-20 have been cancelled, and claims 21-54 have been added. Therefore, claims 21-54

are pending and the subject of this Office Action.

Information Disclosure Statement

The information disclosure statements (IDS) filed 04 December 2020, 17 June 2021, 09

July 2021, 03 September 2021, 24 November 2021 and 16 December 2021 have been considered

by the examiner.

5.

Claim Rejections - 35 USC § 112

The following is a quotation of 35 U.S.C. 112(d):

(d) REFERENCE IN DEPENDENT FORMS.—Subjectto subsection (e), a claim in dependent form
shall contain a reference to a claim previously set forth and then specify a further limitation of the
subject matter claimed. A claim in dependent form shall be construed to incorporate by reference all the
limitations of the claim to whichitrefers.

The following is a quotation of pre-AIA 35 U.S.C. 112, fourth paragraph:

Subject to the following paragraph[i.e., the fifth paragraph of pre-AJA 35 U.S.C. 112], a claim in
dependent form shall contain a reference to a claim previously set forth and then specify a further
limitation of the subject matter claimed. A claim in dependentform shall be construed to incorporate by
referenceall the limitations of the claim to whichit refers.

Claims 23 and 42 are rejected under 35 U.S.C. 112, fourth paragraph, as being of improper

dependent form for failing to further limit the subject matter of the claim upon which it depends,
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or for failing to include all the limitations of the claim upon which it depends. Each of the claims

recites “wherein said gain in visual acuity is measured using the ETDRSvisual acuity chart.”

However, the claims from which these claims depend, 22 and 41, respectively, already recite that

the gain is measured “according to Early Treatment Diabetic Retinopathy Study (ETDRS) letter

score.” Therefore, claims 23 and 42 fail to further limit the claims from which they depend.

Applicant may cancel the claim(s), amend the claim(s) to place the claim(s) in proper dependent

form, rewrite the claim(s) in independentform, or present a sufficient showing that the dependent

claim(s) complies with the statutory requirements. See the "Supplementary Examination

Guidelines for Determining Compliance With 35 U.S.C. 112 and for Treatment of Related Issues

in Patent Applications” (Federal Register, Vol. 76, No. 27, Wednesday, February 9, 2011), pg.

7166, section "5. Dependent Claims", which states that "If the dependent claim does not comply

the with the requirements of § 112, 94, the examiner should reject the dependent claim under §

112, {4 as unpatentable rather than objecting to the claim" and "a dependent claim must be rejected

under § 112, {4 if it omits an element from the claim upon whichit dependsorit fails to add a

limitation to the claim upon which it depends”.

Double Patenting

6. The nonstatutory double patenting rejection is based on a judicially created doctrine

grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or

improper timewise extension of the “right to exclude” granted by a patent and to prevent possible

harassment by multiple assignees. A nonstatutory double patenting rejection is appropriate

where the claimsat issue are not identical, but at least one examined application claim is not

patentably distinct from the reference claim(s) because the examined application claim is either
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anticipated by, or would have been obviousover, the reference claim(s). See, e.g., In re Berg,

140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 USPQ2d

2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van

Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619

(CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969).

7. A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may

be used to overcome an actual or provisional rejection based on a nonstatutory double patenting

ground providedthe reference application or patent either is shown to be commonly owned with

this application, or claims an invention madeasa result of activities undertaken within the scope

of a joint research agreement. A terminal disclaimer must be signed in compliance with 37 CFR

1.321(b).

8. The USPTOinternet Website contains terminal disclaimer forms which maybe used.

Please visit http://www.uspto.gov/forms/. The filing date of the application will determine what

form should be used. A web-based eTerminal Disclaimer maybefilled out completely online

using web-screens. An eTerminal Disclaimer that meets all requirements is auto-processed and

approved immediately upon submission. For more information about eTerminal Disclaimers,

refer to http://www.uspto.gov/patents/process/file/efs/guidance/eTD-info-Ljsp.

9. Claims 21-54 are rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-26 of U.S. Patent No. 9,254,338. Although the conflicting claims are

not identical, as they recite different dosing schedules, they are not patentably distinct from each

other because claims 1-26 of the ‘338 patent are drawn to a methodfortreating an angiogenic eye

disorder, including age-related macular degeneration, diabetic retinopathy, choroidal

neovascularization, vascular leak, and/or retinal edema, comprising administering a fusion
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polypeptide having the amino acid sequence set forth in SEQ ID NO:2, which comprises an

immunoglobin-like (Ig) domain 2 of a first VEGF receptor (VEGFR1) and Ig domain 3 of a second

VEGFreceptor (VEGFR2) and a multimerizing component, which is what aflibercept comprises.

While the ‘338 patent does not disclose the dosing schedules set forth in the instant claims,it is

routine experimentation to optimize dosages and dosage schedules. The courts have determined

that:

“[W]here the general conditions of a claim are disclosed in the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope.

10. Claims 21-54 are rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-12 of U.S. Patent No. 9,669,069. Although the conflicting claims are

not identical, as they recite different dosing schedules, they are not patentably distinct from each

other because claims 1-12 of the ‘069 patent are drawn to a methodfortreating an angiogenic eye

disorder, including age-related macular degeneration, diabetic retinopathy, diabetic macular

edema, central retinal vein occlusion, branch retinal vein occlusion, and corneal

neovascularization, comprising administering a fusion polypeptide having the amino acid

sequence set forth in SEQ ID NO:2, which comprises an immunoglobin-like (Ig) domain 2 of a

first VEGF receptor (VEGFR1) and Ig domain 3 of a second VEGF receptor (VEGFR2) and a

multimerizing component, which is what aflibercept comprises. While the ‘069 patent does not

disclose the dosing schedules set forth in the instant claims, it is routine experimentation to

optimize dosages and dosage schedules. The courts have determinedthat:
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“TWhere the general conditions of a claim are disclosedin the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope.

11. Claims 21-54 are rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-12 of U.S. Patent No. 10,130,681. Although the conflicting claims are

not identical, as they recite different dosing schedules, they are not patentably distinct from each

other because claims 1-12 of the ‘681 patent are drawn to a methodfortreating an angiogenic eye

disorder, including age-related macular degeneration, diabetic retinopathy, diabetic macular

edema, central retinal vein occlusion, branch retinal vein occlusion, and corneal

neovascularization, comprising administering a fusion polypeptide having the amino acid

sequence set forth in SEQ ID NO:2, which comprises an immunoglobin-like (Ig) domain 2 of a

first VEGF receptor (VEGFR1) and Ig domain 3 of a second VEGF receptor (VEGFR2) and a

multimerizing component, which is what aflibercept comprises. While the ‘681 patent does not

disclose the dosing schedules set forth in the instant claims, it is routine experimentation to

optimize dosages and dosage schedules. The courts have determinedthat:

“TWhere the general conditions of a claim are disclosedin the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope.

12. Claims 21-54 are rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-11 of U.S. Patent No. 10,828,345. Although the conflicting claims are

not identical, as they recite different dosing schedules, they are not patentably distinct from each
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other because claims 1-11 of the ‘345 patent are drawn to a methodfortreating an angiogenic eye

disorder, including age-related macular degeneration, diabetic retinopathy, diabetic macular

edema, central retinal vein occlusion, branch retinal vein occlusion, and corneal

neovascularization, comprising administering a VEGF antagonist, wherein the VEGF comprises

an immunoglobin-like (Ig) domain 2 of Flt] and Ig domain 3 of Flk1 and a multimerizing

component, or aflibercept. While the “345 patent does not disclose the dosing schedulesset forth

in the instant claims,it is routine experimentation to optimize dosages and dosage schedules. The

courts have determined that:

“TWhere the general conditions of a claim are disclosedin the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope.

13. Claims 21-54 are rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-47 of U.S. Patent No. 10,888,601. Although the conflicting claims are

not identical, as they recite different dosing schedules, they are not patentably distinct from each

other because claims 1-47 of the ‘601 patent are drawn to a methodfortreating an angiogenic eye

disorder, including age-related macular degeneration, diabetic retinopathy, diabetic macular

edema, central retinal vein occlusion, branch retinal vein occlusion, and corneal

neovascularization, comprising administering aflibercept. While the ‘601 patent does not disclose

the dosing schedules set forth in the instant claims, it is routine experimentation to optimize

dosages and dosage schedules. The courts have determinedthat:

“[Where the general conditions of a claim are disclosed in the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).
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Therefore, the claims are overlapping in scope.

14. Claims 21-54 are rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-30 of U.S. Patent No. 11,203,572. Although the conflicting claims are

not identical, as they recite different dosing schedules, they are not patentably distinct from each

other because claims 1-30 of the ‘572 patent are drawn to a methodfortreating an angiogenic eye

disorder, including age-related macular degeneration and macular edema, comprising

administering 2 mg of aflibercept, including secondary doses administered every 4 weeks, and

tertiary doses administered every 8 weeks. While the ‘572 patent does not disclose the exact

dosing schedulesset forth in the instant claims, it is routine experimentation to optimize dosages

and dosage schedules. The courts have determinedthat:

“[W]here the general conditions of a claim are disclosed in the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope.

15. Claims 21-30, 32-34, 36-43, 45-47 and 49-54 are rejected on the ground of nonstatutory

double patenting as being unpatentable over claims 1-30 of U.S. Patent No. 11,253,572. Although

the conflicting claims are not identical, as they recite different dosing schedules, they are not

patentably distinct from each other because claims 1-30 of the ‘572 patent are drawn to a method

for treating an angiogenic eye disorder, including age-related macular degeneration and macular

edema, comprising administering 2 mg of aflibercept, including secondary doses administered

every 4 weeks, andtertiary doses administered every 8 weeks. While the ‘572 patent does not
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disclose the exact dosing schedules set forth in the instant claims, it is routine experimentation to

optimize dosages and dosage schedules. The courts have determinedthat:

“TWhere the general conditions of a claim are disclosedin the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope.

16. Claims 21-54 provisionally rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 21-57 of copending Application No. 17/112,063 (reference

application). Although the claims at issue are not identical, as they recite different dosing

schedules, they are not patentably distinct from each other because claims 21-57 of the ‘063

application are drawn to a methodfor treating an angiogenic eye disorder, including age-related

macular degeneration and diabetic macular edema, comprising administering 2 mg of aflibercept,

including secondary doses administered every 4 weeks, and tertiary doses administered every 8

weeks. While the ‘063 application does not disclose the exact dosing schedules set forth in the

instant claims, it is routine experimentation to optimize dosages and dosage schedules. The courts

have determinedthat:

“TWhere the general conditions of a claim are disclosed in the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope..

This is a provisional nonstatutory double patenting rejection because the patentably

indistinct claims have not in fact been patented.
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17. Claims 21-54 provisionally rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 102-130 of copending Application No. 17/072,417 (reference

application). Although the claims at issue are not identical, as they recite different dosing

schedules, they are not patentably distinct from each other because claims 102-130 of the ‘417

application are drawn to a methodfor treating an angiogenic eye disorder, including age-related

macular degeneration and macular edema, comprising administering 2 mg ofaflibercept every 8

weeks, wherein the patient had received initial and secondary 2 mg dosesofaflibercept every 2-4

weeks. While the ‘417 application does not disclose the exact dosing schedules set forth in the

instant claims, it is routine experimentation to optimize dosages and dosage schedules. The courts

have determinedthat:

“TWhere the general conditions of a claim are disclosedin the priorart, it is not

inventive to discover the optimum or workable ranges by routine experimentation." Jn re

Aller, 220 F.2d 454, 454, 105 USPQ 223,235, (CCPA 1955).

Therefore, the claims are overlapping in scope..

This is a provisional nonstatutory double patenting rejection because the patentably

indistinct claims have not in fact been patented.

Summary
18. No claim is allowed.
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Advisory Information

Any inquiry concerning this communication or earlier communications from the examiner

should be directed to Jon M. Lockard whose telephone numberis (571) 272-2717. The examiner

can normally be reached on Mondaythrough Friday, 8:00 AM to 4:30 PM.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s supervisor,

Joanne Hama, can be reached on (571) 272-2911. The fax numberfor the organization wherethis

application or proceeding is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the Patent Application

Information Retrieval (PAIR) system. Status information for published applications may be

obtained from either Private PAIR or Public PAIR. Status information for unpublished

applications is available through Private PAIR only. For more information about the PAIR

system, see hitp://pair-direct.uspte.gev. Should you have questions on access to the Private

PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you

would like assistance from a USPTO CustomerService Representative or access to the automated

information system, call 800-786-9199 (IN USA OR CANADA)or 571-272-1000.

/JON M LOCKARD/

Examiner, Art Unit 1647

October 22, 2022
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Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730118201327424.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT01012973_01252011_27433.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 11 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730126201227428.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730130201327423.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730209201027442.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 11 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730220201227427.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730316201027441.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT0101297304082011_27432.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730416201027440.1
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Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT0101297306232011_27431.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730722201027439.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730825201027438.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730826201027437.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129730908201027436.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT01012973_09192011_27430.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731004201027435.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731023201227426.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731027201327422.1
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Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731101201027434.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731113200927444.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 10 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT0101297311292011 _27429.1
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NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 38 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731218201227425.1

Updated Information from ClinicalTrials.gov archive History of Changes for Study:
NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of
Efficacy and Safety in Central Retinal Vein Occlusion (CRVO)(GALILEO) 12 pages,
Latest version submitted October 27, 2014 on ClinicalTrials.gov
NCT010129731221201027443.1

Vascular Endothelial Growth Factor Trap&#8208; Eye Investigation of Efficacy and Safety
in Central Retinal Vein Occlusiontitle, 8 pages, 11/12/2009, US [Cited in Third Party
Observationsfiled in parent application USSN 16/055,847 for which a copyis
unavailable on PAIR] NOTE: May correspond to “Information from ClinicalTrials.gov
archive on the view of NCT01012973 “Vascular Endothelial Growth Factor (VEGF) Trap-
Eye: Investigation of Efficacy and Safety in Central Retinal Vein Occlusion
(CRVO)(GALILEO) 7 pages, first posted 11/13/2009; results first posted 11/22/2012; last
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WACHSBERGER, “VEGF trap in combination with aor|improves tumorcontrolin* Int. J. Radiation OncologWHODrug Information, *‘International Nonproprietary Names for Pharmaceutical
Substances (INN)” 20(2):115-119 (2006

WOLFSON, “Regeneron Focuses on Age-Related Macular Degeneration.” Chemistry &
Biology 15:303-304 (April 2008

XIA et al., “Transgenic delivery of VEGF to mouseskin leads to an inflammatory condition
resembling human psoriasis” Blood (July 1, 2003) 102(1):161-168

YANCOPOULOS,“Vascular-specific growth factors and blood vessel formation.” Nature
407:242-48 (September 14, 2000
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i 6,171,586 1/9/2001_|Lam et al. not required per 69 Fed. Reg. 56481

2|7,303,747 12/4/2007_|Wieganderal. notrequired per 69 Fed. Reg. 56481

3|7,374,757 5/20/2008_|Papadopoulosetal. notrequired per 69 Fed. Reg. 56481

4|7,374,758 5/20/2008_|Papadopoulosetal. notrequired per 69 Fed. Reg. 56481
5_|7,378,095 5/27/2008_|Cao et al. not required per 69 Fed. Reg. 56481

6|7,521,049 4/21/2009_|Wiegandetal. notrequired per 69 Fed. Reg. 56481

7|7,531,173 5/12/2009_|Wiegandetal. notrequired per 69 Fed. Reg. 56481
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9|2003/0113316 6/19/2003_|Kaishevaetal. not required per 69 Fed. Reg. 56481
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Il|2004/0197324 10/7/2004|Liu etal. not required per 69 Fed. Reg. 56481
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13|2016/0130337 5/12/2016_|Gekkievaetal. not required per 69 Fed. Reg. 56481
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(2008)
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Andersen & Krummen, "Recombinant protein expression for therapeutic

18 applications” Current Opinion in Biotechnology 13:117-123 (2002)
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Andersonet al., “Delivery of Anti-Angiogenic Molecular Therapies for Retinal
Disease” Drug Discovery Today 15: 272 (2010) Herewith
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Avery, R. L., D. J. Pieramici, M. D. Rabena, A. A. Castellarin, M. A. Nasir and
M.J. Giust, "Intravitreal bevacizumab (Avastin) for neovascular age-related Herewith
macular degeneration" Ophthalmology 113(3): 363-372 e365 (2006)
 

Bashshuret al., “Intravitreal Bevacizumab for the Management of Choroidal
Neovascularization in Age-Related Macular Degeneration” Am J. Herewith
Ophthalmology 142: 1 (2006)

Bayer Press Release, “Bayer and Regeneron Dose First Patient in Second Phase
3 Study for VEGF Trap-Eye in Wet Age-Related Macular Degeneration.” May Herewith
8, 2008

 

Bayer Press Release, "VEGF Trap-Eye ShowsPositive Results in Phase IT Study H ith
in Patients with Diabetic Macular Edema" February 18, 2010 erewik

Bayer Press Release, "Bayer HealthCare and Regeneron Announce Encouraging
32-Week Follow Up Results From A Phase 2 Study of VEGF Trap-Eyein Age- Herewith
Related Macular Degeneration" April 28, 2008

Bayer Press Release "Bayer HealthCare and Regeneron Announce VEGFTrap-
Eye Achieved Durable Improvement in Vision Over 52 Weeks in a Phase 2 Herewith
Study in Patients with Age-Related Macular Degeneration" August 19, 2008
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BMJ Publishing Group Ltd., “Review: Ranibizumab (Lucentis) In Neovascular
Age-Related Macular Degeneration: Evidence From Clinical Trials” British J. Herewith
Ophthalmology (December 2020), https://bjo.bmj.com/content/94/1/2.altmetrics

Bontempo, "Preformulation Development of Parenteral Biopharmaceuticals"
Drugs and the Pharmaceutical Sciences 85:91-108 (1997) Herewith
Bressler, N. M. and G. Treatment of Age-Related Macular Degeneration with
Photodynamic Therapy Study, "Photodynamic therapy of subfoveal choroidal
neovascularization in age-related macular degeneration with verteporfin: two- Herewith
year results of 2 randomizedclinicaltrials-tap report 2." Arch Ophthalmol
119(2): 198-207 (2001)

Brown & Regillo, “Anti-VEGF Agents in the Treatment of Neovascular Age-
Related Macular Degeneration: Applying Clinical Trial Results to the Treatment Herewith
of Everyday Patients” Am J. Ophthalmology 144: 627 (2007)

Chi et al., "Physical Stability of Proteins in Aqueous Solution: Mechanism and
Driving Forces in Nonnative Protein Aggregation” Pharmaceutical Research Vol. Herewith
20, No. 9, 1325-1336 (September 2003)

Ciulla & Rosenfeld, “Antivascular Endothelial Growth Factor Therapy For
Neovascular Age-Related Macular Degeneration” Current Opinion Herewith
Ophthalmology 20: 158 (2009)

Clinicaltrials.gov. I-SPY 2 TRIAL: Neoadjuvant and Personalized Adaptive
Novel Agents to Treat Breast Cancer, Accessed 2010; http://clinical Herewith
trials.gov/ct2/show/NCT01042379?term-NCT01042379&rank=1

CMS, Local Coverage Determination (LCD) for Ranibizumab (Lucentis)
(L29266, First Coast Service Options, Inc June 14, 2011) Herewith 

Controls in SCI experiments, RegenBase. Retrieved January 6, 2021, from
http://regenbase.org/control-groups.html Herewith 
Department of Health and HumanServices, Office of Inspector General,
"Questionable Billing for Medicare Ophthalmology Services" September 2015 Herewith
OEI-04-12-00280 

Drug Vehicle (Code C927), National Cancer Institute (NCI). Retrieved January
6, 2021, from

https://ncithesaurus.nci.nih.gov/ncitbrowser/ConceptReport.jspdictionary
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Herewith
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EP 2 663 325 File History Herewith

Eylea® Prescribing Information, Revised 05/2019 Herewith

Ferrara, N. & Kerbel, R., “Angiogenesis as a Therapeutic Target” Nature 438:
967 (2005) Herewith 
Fraseret al., "Single Injections of Vascular Endothelial Growth Factor Trap
Block Ovulation in the Macaque and Produce a Prolonged, Dose-Related
Suppression of Ovarian Function." J. Clin. Endocrinol & Metab. 90(2): 1114-
1122 (February 2005)

Herewith

Genentech, "FDA Approves Lucentis for the Treatment of Wet Age-Related
Macular Degeneration," News Release dated June 30, 2006 (June 30, 2006)

Herewith

Gupta, O. P., G. Shienbaum, A. H.Patel, C. Fecarotta, R. S. Kaiser and C. D.
Regillo, "A treat and extend regimen using ranibizumab for neovascular age-
related macular degeneration clinical and economic impact" Ophthalmology
11711): 2134-2140 (2010)

Herewith

Heier, “Intravitreal VEGF Trap for AMD: An Update” Retina Today 44 (October
2009) Herewith

Heier, J. S., P. A. Campochiaro, L. Yau, Z. Li, N. Saroj, R. G. Rubio and P. Lai
"Ranibizumab for macular edemadueto retinal vein occlusions: long-term Herewith
follow-up in the HORIZONtrial" Ophthalmology 119(4): 802-809 (2012)

HERCEPTIN®label Herewith

 
Holz et al., “VEGF Trap-Eye for Macular Oedema Secondary to Central Retinal

50 Vein Occlusion: 6-Month Results of the Phase IIT GALILEO Study”British J. Herewith
Ophthalmology 97: 278 (2013)
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ARVO Annual Meeting Abstract, Investigative Ophthalmology & Visual
Science, 52:6647 (April 2011)

Brownet al., “Sustained benefits from ranibizumab for macular edema following
branchretinal vein occlusion: 12-month outcomesof a phase ITI study,”
Ophthalmology, 118(8):1594-2049 (2011)

Caoet al., “VEGF Trap Promotes Regression of Choroidal Neovascularization
(CNV)and Inhibits Fibrosis and Inflammation in the Subretinal Matrigel CNV
Model,” ARVO Annual Meeting Abstract, Investigative Ophthalmology &
Visual Science, 50:2979 (April 2009)

Previously in US Application
17/072,417

Previously in US Application
17/072,417

Previously in US Application
17/072,417
 

Center for Drug Evaluation and Research Application Number: 21-756 Medical
Review(s) (December 17, 2004)

<URL:https://www.accessdata.fda.gov/drugsatfda_docs/nda/2004/21-
756_Macugen_medr.pdf>

Previously in US Application
17/072,417
 

   
 

EXAMINER

Center for Drug Evaluation and Research BLA Application Number: 125156
Medical Review, (June 2006)

<URL:https://www.accessdata.fda.gov/drugsatfda_docs/nda/2006/125 156s0000_
Lucentis_MedR.pdf>

Cheunget al., “Combined anti-PIGF and anti-VEGF Therapy Ameliorates
Pathological Neovascularization and Improves Retinal Revascularization in the
Murine Model of Oxygen Induced Ischemic Retinopathy,” ARVO Annual
Meeting Abstract, Investigative Ophthalmology & Visual Science, 52:6064 (April
2011)

Dixonet al., “VEGF Trap-Eyefor the treatment of neovascular age-related
macular degeneration,” Expert Opin. Investig. Drugs, 18(10):1573-1580 (2009)
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Previously in US Application
17/072,417

Previously in US Application
17/072,417

Previously in US Application
17/072,417
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The Eyetech Study Group, “Anti-Vascular Endothelial Growth Factor Therapy
for Subfoveal Choroidal Neovascularization Secondary to Age-related Macular
Degeneration,” Ophthalmology, 110(5):979-986 (May 2003)

Heieret al., “Ranibizumab for Choroidal Neovascularization Secondary to
Causes Other Than Age-Related Macular Degeneration: A Phase I Clinical
Trial,” Ophthalmology, 118(1):111-118 (January 2011)

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417 

Heier, “Intravitreal Aflibercept for Diabetic Macular Edema: 148-Week Results
from the VISTA and VIVID Studies,” Ophthalmology, 123(11):2376-2385
(2016)

Previously in U S Application
17/072,417 

Herceptin label, September 1998

Information from ClinicalTrials.gov archive on the VIEW 2 study
(NCT00637377) “VEGF Trap-Eye: Investigation of Efficacy and Safety in Wet
AMD(VIEW 2),” vl (March 17, 2008)

Ip et al., “A randomizedtrial comparing the efficacy and safety ofintravitreal
triamcinolone with observation to treat vision loss associated with macular

edemasecondaryto central retinal vein occlusion: the Standard Care vs
Corticosteroid for Retinal Vein Occlusion (SCORE)study report 5,” Arch.
Ophthalmol., 127(9):1101-1114 (2009)

Previously in U S Application
17/072,417

 
Previously in U S Application

17/072,417

Previously in US Application
17/072,417

 

Kaiser, “Vascular endothelial growth factor Trap-Eye for diabetic macular
oedema,” Br. J. Ophthalmol., 93(2):135-36 (February 2009)

Previously in U S Application
17/072,417 

Korobelnik efal., “Intravitreal Aflibercept Injection for Macular Edema
Resulting from Central Retinal Vein Occlusion,” Ophthalmology, 121(1):202-
208 (2014)

Previously in U S Application
17/072,417 

Krzystolik et al., “Prevention of Experimental Choroidal Neovascularization
With Intravitreal Anti-Vascular Endothelial Growth Factor Antibody Fragment,”
Arch. Ophthalmol., 120(3):338-346 (Mar. 2002)

Lalwani, “All About PONTO: Study Yielded Good Results in AMD With
Treatment Guided by OCT,” Retina Today (May 2007)

Lobovet al., “VEGF Trap Treatment Regresses Pathological Neovessels,
Improves Revascularization and Reduces Retinal Ischemia in the Murine
Oxygen-Induced Retinopathy (OIR) Model,” ARVO Annual Meeting Abstract,
Investigative Ophthalmology & Visual Science, 52:3128 (April 2011)

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417

Previously in U S Application
17/072,417
 

Lucentis Approval (June 30, 2006)
Previously in U S Application

17/072,417
 

   
 

EXAMINER

Lucentis Label Title, 7 pages, 06/2010 [Cited in Third Party Observationsfiled in
parent application USSN 16/055,847 for which a copy is unavailable on PAIR]

Macular Photocoagulation Study Group, “Laser photocoagulation of subfoveal
neovascular lesions in age-related macular degeneration. Results of a randomized
clinical trial,” Arch. Ophthalmol., 109(9):1220-1231 (1991)
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Mitchell e7 al., “Ranibizumab (Lucentis) in Neovascular Age-Related Macular
Degeneration: Evidence from Clinical Trials,” Brit. J. Ophthalmology, 94:2-13
(2010) (first online publication on May 20, 2009)

Mitra et al., “Review of anti-vascular endothelial growth factor therapy in
macular edema secondaryto central retinal vein occlusions,” Expert Review in
Ophthalmol., Taylor & Francis, GB_6(6):623-629 (January 2011)

REFERENCE PROVIDED*

Previously in US Application
17/072,417

Previously in US Application
17/072,417 

Mousa and Mousa, “Current Status of Vascular Endothelial Growth Factor

Inhibition in Age-Related Macular Degeneration,” Biodrugs, 24(3):183-194
(2010)

Previously in US Application
17/072,417 

Nguyenet al., “A phaseItrial of an [V-administered vascular endothelial growth
factor trap for treatment in patients with choroidal neovascularization due to age-
related macular degeneration,” Ophthalmology, 113(9):1522e1-1522e14 (Sept
2006) (epub July 28, 2006)

Previously in US Application
17/072,417
 

Regeneron Pharmaceuticals Inc., “Regeneron Receives $20 Million Milestone
Paymentfor Initiation of Phase 3 Study of VEGF Trap-Eye in Wet AMD,”
MediaRelease: 13 Aug 2007. Available from URL: http://www.regeneron.com

Regeneron Pharmaceuticals Inc., “An Exploratory Study of the Safety,
Tolerability and Biological Effect of a Single Intravitreal Administration of
VEGFTrapin Patients with Diabetic Macular Edema,” poster presented at the
2007 Association for Research in Vision and Ophthalmology meeting in Ft.
Lauderdale, Florida (May 2007)

Previously in US Application
17/072,417

Previously in US Application
17/072,417

 

Regeneron Pharmaceuticals Inc., “CLEAR-IT-2: Interim Results Of The Phase
II, Randomized, Controlled Dose-and Interval-ranging Study Of Repeated
Intravitreal VEGF Trap Administration In Patients With Neovascular Age-
related Macular Degeneration (AMD),” poster presented at the 2007 Association
for Research in Vision and Ophthalmology meeting in Ft. Lauderdale, Florida
(May 2007)

Previously in US Application
17/072,417

 

EXAMINER   
 

Regeneron Pharmaceuticals Inc., “Optical Coherence Tomography Outcomesof
a Phase 1, Dose-Escalation, Safety, Tolerability, and Bioactivity Study of
Intravitreal VEGF Trap in Patients with Neovascular Age-Related Macular
Degeneration: The CLEAR-IT 1 Study,” poster presented at the 2007
Association for Research in Vision and Ophthalmology meeting in Ft.
Lauderdale, Florida (May 2007)

Regeneron Pharmaceuticals Inc., “Regeneron Reports First Quarter 2008
Financial and Operating Results,”’ Press release May 1, 2008.

Regeneron Pharmaceuticals Inc., Form 10-Q, published November 7, 2007, for
the period ending September 30, 2007.
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Regillo et al., “Randomized, Double-Masked, Sham-Controlled Trial of
Ranibizumab for Neovascular Age-related Macular Degeneration: OIER Study
Year 1,” American Journal of Ophthalmology, 145(2):239-248 (2008)

Rosenfeld et al., “Optical coherence tomographyfindingsafter an intravitreal
injection of bevacizumab (avastin) for neovascular age-related macular
degeneration,” Ophthalmic. Surg. Lasers Imaging, 36(4):331-335 (2005)
Scott et al., “A randomizedtrial comparing the efficacy andsafety of intravitreal
triamcinolone with standard care to treat vision loss associated with macular

Edema secondary to branchretinal vein occlusion: the Standard Care vs
Corticosteroid for Retinal Vein Occlusion (SCORE)study report 6,” Arch.
Ophthalmol., 127(9):1115-1128 & 127(12):1653 (2009)

Simo and Hernandez, “Advances in Medical Treatment of Diabetic Previously in US Application
Retinopathy,” Diabetes Care, 32(8):1556-1562 (August 2009) 17/072,417
Slides for the 2008 Retina Society Meeting “VEGF Trap-Eye in Wet AMD Previously in US Application
CLEAR-IT 2: Summary of One-Year Key Results,” September 28, 2008. 17/072,417

Tolentino et al., “One-year Results Of The Da Vinci Study of VEGF Trap-Eye In
DME,” ARVO Annual Meeting Abstract, Investigative Ophthalmology & Visual
Science, 52:6646 (April 2011)

van Bruggenet al., “VEGFantagonism reduces edema formation andtissue
damageafter ischemia/reperfusion injury in the mousebrain,” The Journal of
clinical investigation, 104(11):1613-1620 (1999)

WHODrugInformation, “International Nonproprietary Namesfor Previously in US Application
Pharmaceutical Substances (INN),” 20(2):115-119 (2006) 17/072,417

Previously in US Application
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WO 97/04801 1997-02-13 N/A 17/072,417

Previously in US Application
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7,374,758 — Patent Term Extension Application submitted December 22, 2011 Previously in US Application17/072,417

ADIS R&D Profile, “Aflibercept: AVE 0005, AVE 005, AVEO005, VEGF Trap
- Regeneron, VEGF Trap (R1IR2), VEGF Trap-Eye,” Drugs R. D., 9(4):261-269 Previously in US Application
 

 

 

17/072,417
(2008)

Andersen & Krummen,“Recombinant protein expression for therapeutic Previously in US Application
applications,” Current Opinion in Biotechnology, 13:117-123 (2002) 17/072,417
Anderson et al., “Delivery of Anti-Angiogenic Molecular Therapies for Retinal Previously in US Application
Disease,” Drug Discovery Today, 15(7/8):272-282 (2010) 17/072,417

Article in Retinal Physician, “Subspecialty News,” available online at Previously in US Application
http://www.retinalphysician.com/printarticle.aspx?articleI[D=104007 (March -1072,1P
2010)

Ass’n for Res. Vision & Ophthalmology, ARVO News (Summer 2007) Previously in US Application 

 

17/072,417

Ass’n for Res. Vision & Ophthalmology, ARVO News(Winter/Spring 2008) ereeaeplication
Avastin Label (Revised 12/2017) eeeeecaton
Avery, R. L., D. J. Pieramici, M. D. Rabena, A. A. Castellarin, M. A. Nasir and
M.J. Giust, “Intravitreal bevacizumab (Avastin) for neovascular age-related
macular degeneration,” Ophthalmology, 113(3):363-372e5 (2006)
Bashshuret al., “Intravitreal Bevacizumab for the Management of Choroidal . .
Neovascularization in Age-Related Macular Degeneration,” Am. J. ereeaeplication
Ophthalmology, 142(1):1-9 (2006) ‘
BayerPress Release, “Bayer and Regeneron Dose First Patient in Second Phase
3 Study for VEGF Trap-Eye in Wet Age-Related Macular Degeneration,” May
8, 2008

BayerPress Release, “Bayer HealthCare and Regeneron Announce
Encouraging 32-Week Follow Up Results From A Phase 2 Study of VEGF
Trap-Eye in Age-Related Macular Degeneration,” April 28, 2008

Previously in US Application
17/072,417 

 

Previously in US Application
17/072,417 

 
Previously in US Application
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BayerPress Release, “Bayer HealthCare and Regeneron Announce VEGFTrap-
Eye Achieved Durable Improvement in Vision Over 52 Weeks in a Phase 2
Study in Patients with Age-Related Macular Degeneration,” August 19, 2008

90.|Bayer Press Release, “VEGF Trap-Eye ShowsPositive Results in Phase IStudy in Patients with Diabetic Macular Edema,” February 18, 2010

BMJ Publishing Group Ltd., “Review: Ranibizumab (Lucentis) In Neovascular
Age-Related Macular Degeneration: Evidence From Clinical Trials,” British J.

Previously in US Application
17/072,417

Previously in US Application
17/072,417

Previously in US Application

 

 

Neovascular Age-Related Macular Degeneration,” Current Opinion
Ophthalmology, 20:158-165 (2009)

Clinicaltrials.gov. I-SPY 2 TRIAL: Neoadjuvant and Personalized Adaptive
Novel Agents to Treat Breast Cancer, Accessed 2010; http://clinical

91.|Ophthalmology, (December 2020), 171072,417
https://bjo.bmj.com/content/94/1/2.altmetrics
Brown & Regillo, “Anti-VEGF Agents in the Treatment of Neovascular Age-

92 Related Macular Degeneration: Applying Clinical Trial Results to the Previously in US Application
‘ Treatment of Everyday Patients,” Am J. Ophthalmology, 144(4)627-637e2 17/072,417

(2007)

Chi etal., “Physical Stability of Proteins in Aqueous Solution: Mechanism and . . .
wo : : : «55 . Previously in US Application

93. Driving Forces in Nonnative Protein Aggregation” Pharmaceutical Research, 17/072.417
20(9):1325-1336 (September 2003)
Ciulla & Rosenfeld, “Antivascular Endothelial Growth Factor Therapy For . . .

Previously in US Application
17/072,417

Previously in U S Application
 

 

 

 

 
EP 2 663 325 File History

trials. gov/ct2/show/NCT0 1042379?term-NCT01042379&rank=1 Wernay
CMS,Local Coverage Determination (LCD) for Ranibizumab (Lucentis) Previously in US Application
(L29266, First Coast Service Options, Inc June 14, 2011) 17/072,417
Controls in SCI experiments, RegenBase. Retrieved January 6, 2021, from Previously in US Application
http://regenbase.org/control-groups.html 17/072,417
Drug Vehicle (Code C927), National CancerInstitute (NCI). Retrieved January
6, 2021, from Previously in US Application
https://ncithesaurus.nci.nih.gov/ncitbrowser/ConceptReport.jsp?dictionary 17/072,417
=NCI_Thesaurus&code=C927&ns=ncit

Previously in US Application

 

 

  

  17/072,417

100. Eylea Prescribing Information, Revised 05/2019 ereeaeplication
101 Ferrara, N. & Kerbel, R., “Angiogenesis as a Therapeutic Target,” Nature, Previously in US Application

‘| 438:967-974 (2005) 17/072,417

Fraseret al., “Single Injections of Vascular Endothelial Growth Factor Trap

102 Block Ovulation in the Macaque and Produce a Prolonged, Dose-Related Previously in US Application
‘ Suppression of Ovarian Function.” J. Clin. Endocrinol & Metab. 90(2): 1114- 17/072,417

1122 (February 2005)
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 f103.|Genentech, “FDA Approves Lucentis for the Treatment of Wet Age-Related Previously in US Application‘ Macular Degeneration,” News Release dated June 30, 2006 (June 30, 2006) 17/072,417

Gupta, O. P., G. Shienbaum, A. H.Patel, C. Fecarotta, R. S. Kaiser and C. D.
Regillo, “A treat and extend regimen using ranibizumab for neovascular age- Previously in US Application
related macular degeneration clinical and economic impact,” Ophthalmology, 17/072,417
117(11): 2134-2140 (2010)

Heieret al., “Ranibizumab for macular edema dueto retinal vein occlusions:

long-term follow-up in the HORIZONtrial,” Ophthalmology, 119(4):802-809

 

Previously in US Application
 

 

 

17/072,417
(2012)

Heier, “Intravitreal VEGF Trap for AMD: An Update,” Retina Today 44 Previously in US Application
(October 2009) 17/072,417

Holz et al., “VEGF Trap-Eye for Macular Oedema Secondary to Central Retinal Previously in US Application
Vein Occlusion: 6-Month Results of the Phase ITT GALILEO Study,” British J. -1072,1P
Ophthalmology, 97:278-284 (2013)
Information from ClinicalTrials.gov archive on the VIEW 1 study
(NCT00509795) “Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Previously in US Application
Investigation of Efficacy and Safety in Wet Age-Related Macular Degeneration 17/072,417

 
(AMD) (VIEW1),” changes from v8 (March 3, 2009) to v9 (April 28, 2009)

Janewayet al., “The structure of a typical antibody molecule” Immunobiology:
109. The Immune System in Health and Disease. 5th edition. New York: Garland Previously in US Application

 

: 17/072,417
Science (2001)

110 Keaneetal., “Effect of Ranibizumab Retreatment Frequency on Neurosensory Previously in US Application
. Retinal Volume in Neovascular AMD,” Retina, 29(5):592-600 (2009) 17/072,417

lll Kim et al., “Potent VEGF Blockade Causes Regression of Coopted Vessels in a Previously in US Application
‘ Model of Neuroblastoma,” Proc. Nat’l Acad. Sci., 99(17):11399-11404 (2002) 17/072,417
 

Lucentis Label (Revised 2006) Previously in US Application

 

 
 17/072,417

Lucentis Label (Revised 2014) eenOTDALSplication
Massin, “Anti-VEGF Therapy for Diabetic Macular Edema: An Update,” Previously in US Application
Retina Today 54 (Sept./Oct. 2008) VHOT2,A17
Michels, S., P. J. Rosenfeld, C. A. Puliafito, E. N. Marcus and A.S.

Venkatraman, “Systemic bevacizumab (Avastin) therapy for neovascular age- Previously in US Application
related macular degeneration twelve-week results of an uncontrolled open-label 17/072,417
clinical study,” Ophthalmology, 112(6):1035-1047 (2005)
Ni & Hui, “Emerging Pharmacologic Therapies for Wet Age-Related Macular
Degeneration,” Ophthalmologica, 223:401-410 (Published Online First 20 May

 

Previously in US Application
  

17/072,417
2009)

117 Parkins & Lashmar, “The formulation of biopharmaceutical products,” Previously in US Application
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the application.
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Electronically Filed

Attorney Docket No.
Confirmation No.

INFORMATION First Named Inventor
DISCLOSURE STATEMENT Application Number

Filing Date

Group Art Unit 1647
Addtessto: Examiner Name Jon McClelland Lockard

Commissioner for Patents Title:
P.O. Box 1450 E Di lon”
Alexandria, VA 22313-1450 ye Ltsoraers

“Use ofa VEGF Antagonist to Treat Angiogenic
 

Sir:

The attention of the Examineris invited to the documentslisted on the attached Substitute 1449.

A copy ofthe U.S. patent listed on the attached Substitute 1449 is not submitted herewith, in

accordance with the Strategic Plan Final Rule, 69 Fed. Reg. 56481-56547 (September 21, 2004), effective

October 21, 2004.

Copies of the foreign publication and non-patentliterature documents listed on the attached

Substitute 1449 are submitted in parent U.S. Application No. 17/072,417.

It is respectfully requested that the information above be expressly considered during the

prosecution of this application, and that the documents be made of record therein and appear among the

“References Cited” on any patent to issue therefrom.

No aspect of these submissions constitute admission of prior art status or a disclaimer of claim

scope.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

Statement under 37 C.F.R. §§1.56 and 1.2

Applicant hereby advises the Examinerofthe status of a co-pending application(s) in compliance

with the Applicant’s duty to disclose under 37 C.F.R. §$1.56 and 1.2 (see also M.P.E.P. §2001.06(b)) as

discussed in McKesson Info. Soln. Inc., v. Bridge Medical Inc., 487 F.3d 897 (Fed. Cir. 2007).

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 13/940,370, filed July 12, 2013, which issued as U.S. Patent No.

9,254,338 on February 9, 2016.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 14/972,560, filed December 17, 2015, which issued as U.S. Patent

No. 9,669,069 on June 6, 2017.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 15/471,506, filed March 28, 2017, which issued as U.S. Patent No.

10,130,681 on November 20, 2018.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 16/055,847, filed August 6, 2018, which issued as U.S. Patent No.

10,857,205 on December8, 2020.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 16/159,282, filed October 12, 2018, which issued as U.S. Patent No.

10,828,345 on November 10, 2020.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 16/397,267, filed April 29, 2019, which issued as U.S. Patent No.

10,888,601 on January 12, 2021.

With respect to this statement under McKesson, Applicants wishes to bring to the Examiner’s

attention U.S. Patent Application No. 17/352,892, filed June 21, 2021, which issued as U.S. Patent No.

11,253,572 on February 22, 2022.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/072,417, filed October 16, 2020. A Non-Final Office Action

issued on October 17, 2022. A response thereto has not yet been filed.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/112,063, filed December 4, 2020. A Non-Final Office Action

issued on October 11, 2022. A response thereto has not yet been filed.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/350,958, filed June 17, 2021.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention U.S. Patent Application No. 17/740,744, filed May 10, 2022. A Notice of Allowance issued on

November 14, 2022. A responsethereto has not yet been filed.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review Application No. IPR2021-00880 of U.S. Patent No. 9,669,069, filed on May

5, 2021. A Final Written Decision dated November 9, 2022, has been issued by PTAB.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review Application No. IPR2021-00881 of U.S. Patent No. 9,254,338, filed on May

5, 2021. A Final Written Decision dated November9, 2022, has been issued by PTAB.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review Application No. IPR2022-01225 of U.S. Patent No. 10,130,681, filed on

July 1, 2022; IPR2022-01226 of U.S. Patent No. 10,888,601, filed on July 1, 2022.

With respect to this statement under McKesson, Applicant wishesto bring to the Examiner’s

attention Inter Partes Review Application No. IPR2023-00099 of U.S. Patent No. 10,857,205, filed on

October 28, 2022.

These documents and the corresponding file wrappers are available on PAIR or PTAB E2E,and

thus are not provided with this communication. Please inform the undersigned if there is any difficulty in

obtaining the documents from PAIR or PTAB E2E.
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Atty Docket No.: REGN-008CIPCON8
USSN: 17/112,404

Statements

SSAEASESEASESSSSASNSNSNSASSNNSAAANASANSANSAANASNENANE

[] PTA Statement under 37 CFR § 1.704(d)(1): Each item of information contained in

the information disclosure statement filed herewith:

(1) Wasfirst cited in any communication from a patentoffice in a counterpart foreign or

international application or from the Office, and this communication wasnot received

by any individual designated in § 1.56(c) more than thirty dayspriorto thefiling of the

information disclosure statement; or

Gi) Is a communication that was issued by a patent office in a counterpart foreign or

international application or by the Office, and this communication was not received by

any individual designated in § 1.56(c) more than thirty days prior to the filing of the

information disclosure statement.

SSRSASNSSASSNSASSSSSASSSSSASSSANSSSNSSANSSANSSANSSASSSANSSANSSSNSNSSNSSNSENSSNSNASEANNSSASSESSNENSENSNASAENNSAERAN!

LC] IDS Statement under 37 CFR § 1.97(e)(1): Each item of information contained in the

information disclosure statement wasfirst cited in any communication from a foreign

patent office in a counterpart foreign application not more than three monthspriorto the

filing of the information disclosure statement; or

LC] IDS Statement under 37 CFR § 1.97(e)(2): No item of information contained in the

information disclosure statement was cited in a communication from a foreign patent

office in a counterpart foreign application, and, to the knowledge of the person signing

the certification after making reasonable inquiry, no item of information contained in

the information disclosure statement was known to any individual designated in §

1.56(c) more than three months prior to the filing of the information disclosure

statement.

Fees

LC] No fee is believed to be due.

x The appropriate fee set forth in 37 C.ER. §1.17(p) accompaniesthis information disclosure
statement.
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Atty Docket No.: REGN-008CIPCON8
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The Commissioner is hereby authorized to charge any underpaymentoffees uptoastrict limit of

$3,000.00 beyond that authorized on the credit card, but not more than $3,000.00 in additional fees due with

any communication for the above-referenced patent application, including but not limited to any necessary fees

for extensions of time, or credit any overpaymentof any amount to Deposit Account No. 50-0815, order

number REGN-O008CIPCONS8.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date:_14 November 2022 By:__/Karl Bozicevic, Reg. No. 28,807/
Karl Bozicevic, Reg. No. 28,807

BOZICEVIC, FIELD & FRANCIS LLP

201 Redwood Shores Parkway, Suite 200
Redwood City, CA 94065
Telephone: (650) 327-3400
Facsimile: (650) 327-3231
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