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DocCode — SEQ.TXT

SCORE Placeholder Sheet for IFW Content

Application Number: 17352892 Document Date: 06/21/2021

The presence of this form in the IFW record indicates that the following document type was received
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 physical artifact folder, no artifact folder is
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.

Sequence Listing

At the time of document entry (noted above):
e USPTO employees may access SCORE content via DAV or via the SCORE web page.

e External customers may access SCORE content via PAIR using the Supplemental Content
tab.

Form Revision Date: March 1, 2019
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Electronically Filed

PRELIMINARY Attorney Docket No. REGN-008CIPCON10
AMENDMENT Confirmation No. To Be Assigned
Under CFR 1.115 First Nagled Inventor YANCOPQULOS, GEORGE D.
Application Number To Be Assigned
Address to: Filing Date : June 21, 2921
Mail Stop Patent Application Group Art Unit To Be Assigned
Commissioner for Patents Examiner Name To Be Assigned
P.O. Box 1450 Title:  “Use of a VEGF Antagonist to Treat Angiogenic
Alexandria, VA 22313-1450 Eye Disorders”

Sir:

Prior to the examination of the above-referenced application on the merits, please enter the

amendments below.

Amendments to the claims begin on page 2.

Remarks begin on page 7.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

AMENDMENTS TO 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 by intravitreal injection a single initial dose
of 2 mg of aflibercept, followed by one or more secondary doses of 2 mg of aflibercept, followed by one
or more tertiary doses of 2 mg of aflibercept;

wherein each secondary dose is administered approximately 4 weeks following
the immediately preceding dose; and

wherein each tertiary dose is administered approximately 8 weeks following the
immediately preceding dose;

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 achieves a gain in Best
Corrected Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS)

letter score.

23. (New) The method of claim 22 wherein the patient gains at least 7 letters Best
Corrected Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS)

letter score.

24, (New) The method of claim 23 wherein the patient achieves the gain in visual

acuity within 24 weeks following the initial dose.

25. (New) The method of claim 23 wherein only two secondary doses are

administered to the patient.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

26. (New) The method of claim 23 wherein the aflibercept is formulated as an

isotonic solution.

27. (New) The method of claim 23 wherein the aflibercept is formulated with a non-

ionic surfactant.

28. (New) The method of claim 22 wherein the patient gains at least 8 letters Best
Corrected Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS)

letter score.

29. (New) The method of claim 28 wherein the patient achieves the gain in visual

acuity within 24 weeks following the initial dose.

30. (New) The method of claim 22 wherein the patient gains at least 9 letters Best
Corrected Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS)

letter score.

31. (New) The method of claim 30 wherein only two secondary doses are

administered to the patient.

32. (New) The method of claim 30 wherein the aflibercept is formulated as an

isotonic solution.

33. (New) The method of claim 30 wherein the aflibercept is formulated with a non-

ionic surfactant.

34, (New) The method of claim 21 wherein exclusion criteria for the patient include
both of:
(1D)active ocular inflammation; and

(2) active ocular or periocular infection.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

35. (New) A method of treating diabetic macular edema in a patient in need thereof
comprising sequentially administering to the patient a single initial dose of 2 mg of aflibercept, followed
by one or more secondary doses of 2 mg of aflibercept, followed by one or more tertiary 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 each tertiary dose is administered to the patient by intravitreal injection

approximately 8 weeks following the immediately preceding dose.

36. (New) The method of claim 35 wherein the patient achieves a gain in visual

acuity within 52 weeks following the initial dose.

37. (New) The method of claim 36 wherein the patient gains at least 9 letters Best
Corrected Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS)

letter score.

38. (New) The method of claim 37 wherein the aflibercept is formulated as an

isotonic solution.

39. (New) The method of claim 37 wherein the aflibercept is formulated with a non-

ionic surfactant.

40. (New) The method of claim 37 wherein the patient achieves a gain in visual

acuity within 24 weeks following the initial dose.

41. (New) The method of claim 36 wherein the patient gains at least 8 letters Best
Corrected Visual Acuity (BCVA) according to Early Treatment Diabetic Retinopathy Study (ETDRS)

letter score.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

42. (New) The method of claim 41 wherein the aflibercept is formulated as an

isotonic solution.

43, (New) The method of claim 41 wherein the aflibercept is formulated with a non-

ionic surfactant.

44, (New) The method of claim 35 wherein only two secondary doses are

administered to the patient.

45. (New) The method of claim 35 wherein four secondary doses are administered to

the patient.

46. (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 of aflibercept,
followed by one or more secondary doses of 2 mg of aflibercept, followed by one or more tertiary 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 each tertiary dose is administered to the patient by intravitreal
injection approximately 8 weeks following the immediately preceding dose;

wherein the method is as effective in achieving a gain in visual acuity as
monthly administration of 0.5 mg of ranibizumab by intravitreal injection in human subjects with

age-related macular degeneration at 52 weeks following the initial dose.

47. (New) The method of claim 46 wherein only two secondary doses are

administered to the patient.

48. (New) The method of claim 46 wherein the gain in visual acuity is measured

using the Early Treatment Diabetic Retinopathy Study (ETDRS) letter score.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

49. (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 of aflibercept,
followed by one or more secondary doses of 2 mg of aflibercept, followed by one or more tertiary 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 each tertiary dose is administered to the patient by intravitreal
injection approximately 8 weeks following the immediately preceding dose;

wherein the method is as effective in maintaining visual acuity as monthly
administration of 0.5 mg of ranibizumab by intravitreal injection in human subjects with age-

related macular degeneration at 52 weeks following the initial dose.

50. (New) The method of claim 49 wherein maintenance of visual acuity means loss
of less than 15 letters Best Corrected Visual Acuity (BCVA) as measured by using the Early Treatment
Diabetic Retinopathy Study (ETDRS) letter score.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

REMARKS UNDER 37 CFR § 1.115

Formal Matters

Claims 21-50 are pending after entry of the amendments set forth herein.

Original claims 1-20 are canceled without prejudice.

Claims 21-50 are added here.

Support for new claims 21-50 can be found in originally pending now canceled claims 1-20, and
throughout the specification.

No new matter has been added.

SEQUENCE LISTING
Applicants submit herewith the attached Sequence Listing in .txt format. As set out in MPEP

§2422.03(a), the Office has advised that if the sequence listing text file submitted via EFS-Web
complies with the requirements of 37 CFR 1.824(a)(2)-(6) and (b) (i.e., is a compliant sequence listing
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 sequence listing in a PDF file; nor (2) a statement under 37 CFR 1.821(f)
(indicating that the paper copy and CRF copy of the sequence listing are identical) should be submitted.

The Sequence Listing was prepared with the software FASTSEQ for Windows version 4.0, and
conforms to the Patent Office guidelines. Applicant respectfully submits that the subject application is
in adherence to 37 CFR §§ 1.821-1.825. I 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.F.R. §81.56 AND 1.2

Applicants hereby advise the Examiner of the 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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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

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, for
which Inter Partes Review No. IPR2021-00881 was filed on May 5, 2021.

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,
for which Inter Partes Review No. IPR2021-00880 was filed on May 5, 2021.

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 December 8, 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,
for which Post-Grant Review No. PGR2021-00035 was filed on January 7, 2021.

The Applicant wishes to bring to the Examiner’s attention co-pending U.S. Patent Application
No. 16/397,267, filed April 29, 2019, which issued on January 12, 2021 as U.S. Patent No.
10,888,601.

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
17/112,063, filed December 4, 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. 17/112,404 filed December 4, 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. 17/350,958 filed June 17, 2021 for which no actions have been mailed.

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.
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Atty Dkt. No.: REGN-008CIPCON10
USSN: To Be Assigned

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 number provided.

The Commissioner is hereby authorized to charge any underpayment of fees up to a strict 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-008CIPCON10.

Respectfully submitted,
BOZICEVIC, FIELD & FRANCIS LLP

Date: June 21, 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, California 94065
Telephone: (650) 327-3400

Direct: (650) 833-7735

Facsimile: (650) 327-3231
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Electronic Patent Application Fee Transmittal

Application Number:

Filing Date:

Title of Invention:

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

First Named Inventor/Applicant Name:

George YANCOPOULOS

Filer:

Karl Bozicevic/Kimberly Zuehlke

Attorney Docket Number:

REGN-008CIPCON10

Filed as Large Entity

Filing Fees for Track I Prioritized Examination - Nonprovisional Application under 35 USC 111(a)

Description Fee Code Quantity Amount Sull)’-s'l'g(tsa\)l in
Basic Filing:
UTILITY APPLICATION FILING 1011 1 320 320
UTILITY SEARCH FEE 1111 1 700 700
UTILITY EXAMINATION FEE 1311 1 800 800
REQUEST FOR PRIORITIZED EXAMINATION 1817 1 4200 4200
Pages:
Claims:
CLAIMS IN EXCESS OF 20 1202 10 100 1000

Miscellaneous-Filing:
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Description Fee Code Quantity Amount SulLJ’-s'I'g(t;)l in
PUBL. FEE- EARLY, VOLUNTARY, OR NORMAL 1504 1 0 0
PROCESSING FEE, EXCEPT PROV. APPLS. 1830 1 140 140
Petition:
Patent-Appeals-and-Interference:
Post-Allowance-and-Post-Issuance:
Extension-of-Time:
Miscellaneous:
Total in USD ($) 7160
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Electronic Acknowledgement Receipt

EFS ID: 43040441
Application Number: 17352892
International Application Number:
Confirmation Number: 5070

Title of Invention:

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

First Named Inventor/Applicant Name:

George YANCOPOULOS

Customer Number:

96387

Filer:

Karl Bozicevic/Kimberly Zuehlke

Filer Authorized By:

Karl Bozicevic

Attorney Docket Number: REGN-008CIPCON10
Receipt Date: 21-JUN-2021
Filing Date:
Time Stamp: 15:17:13

Application Type:

Utility under 35 USC 111(a)

Payment information:

Submitted with Payment yes

Payment Type CARD

Payment was successfully received in RAM $7160

RAM confirmation Number E20216KF17320356

Deposit Account

Authorized User

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:
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File Listing:
Document s . File Size(Bytes Multi Pages
Y Document Description File Name ile Size( y V Y I. . 9
Number Message Digest | Part/.zip| (ifappl.)
157184
1 Application Data Sheet WebADS.pdf no 9
0e2d73a3792278a6cdcc020273a805e5dbf]
2e8e4
Warnings:
Information:
124890
REGN-008CIPCON10_2021-06-2
2 TrackOne Request —~ no 2
1 _A|A424 pdf 1d110eb4305e8ce3ea8cdeObdf4aabd5485
fc78f
Warnings:
Information:
159599
REGN-008CIPCON10_2021-06-2
3 Appln_as_fid.pdf yes 2
1_ pp n_as_ p bbb806bff3f44474e60dd585dc44dassfofc
Multipart Description/PDF files in .zip description
Document Description Start End
Sequence Listing 1 22
Claims 23 24
Abstract 25 25
Warnings:
Information:
105393
4 Drawings-only black and white line REGN-008CIPCON10_Figure. no 1
drawings pdf
2d582f645d0c5d 17d717e5890029a393319
91bdb
Warnings:
The page size in the PDF is too large. The pages should be 8.5 x 11 or A4. If this PDF is submitted, the pages will be resized upon entry into the
Image File Wrapper and may affect subsequent processing
Information:
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173097
5 QOath or Declaration filed REGN_OOSCIPCOQ; 0_declaratio no 2
n. p 6bda7272374e6af80c8c3d8cf30d012e4657]
Warnings:
The page size in the PDF is too large. The pages should be 8.5 x 11 or A4. If this PDF is submitted, the pages will be resized upon entry into the
Image File Wrapper and may affect subsequent processing
Information:
53895
. REGN-008CIPCON10_2021-06-
6 Transmittal Letter 11DS T o no 3
- - rans.p cb10281d6ab75a6ab0c1c92e77abelelad
Warnings:
Information:
196361
7 Information Disclosure Statement {IDS) | REGN-008CIPCON10_2021-06-2 no 18
Form (SBOS) 1_|DS_S BOSApdf 3647dd330684a0efc53f68ece70170549590)
Warnings:
Information:
This is not an USPTO supplied IDS fillable form
REGN-008CIPCON10_2021-06-2 >8360
8 1_Track- yes 9
One_PrEIImlnary_Amendment- 2939ef005bd2ff14fa87d73f738ca32cf058a
pdf 099
Multipart Description/PDF files in .zip description
Document Description Start End
Preliminary Amendment 1 1
Claims 2 6
Applicant Arguments/Remarks Made in an Amendment 7 9
Warnings:
Information:
6473
9 Sequence Listing (Text File) REGN_OOSCIP&?N1O—Seq|"5t' no -
Warnings:
Information:
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41815

10 Fee Worksheet (SB06) fee-info.pdf no 2
cead33df2cffe6106b85cd32215d976d8b89Y|
313c
Warnings:
Information:
Total Files Size (in bytes){ 1077067

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the 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 components for a 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 on this
Acknowledgement Receipt will 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/903 indicating acceptance of the application as a
national stage submission under 35 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 international application is being filed and the international application includes the necessary components for
an international filing 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
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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PTO/AIA/14
U.S. Patent and Trademark Office; U.5. DEPARTMENT OF COMMERCE

Attorney Docket Number REGN-008CIPCON10

Application Data Sheet37 CFR 1.76
Application Number

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

The application data sheet is part of the provisional or nonprovisional application for which it is being submitted. The following form contains the
bibliographic data arranged in a format specified by the United States Patent and Trademark Office 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 included in a paper filed application.

Secrecy Order 37 CFR 5.2:

Portions or all of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to 37
[ CFR 5.2 (Paper filers only. Applications that fall under Secrecy Order may not be filed electronically.)

Inventor Information:

Inventor 1

Legal Name
Prefix| Given Name Middle Name Family Name Suffix
George YANCOPOULOS
Residence Information (Select One) (®) US Residency (O NonUS Residency (O Active US Military Service
City | Yorktown Heights | State/Province ‘ NY | Country of Residence | | US

Mailing Address of Inventor:

Address 1 c/o Regeneron Pharmaceuticals, Inc.

Address 2 777 Old Saw Mill River Road

City Tarrytown | State/Province ‘ NY
Postal Code ‘ 10591 ‘ Country i us

All Inventors Must Be Listed - Additional Inventor Information blocks may be generated

within this form by selecting the Add button.

Correspondence Information:

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 Information of 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 ANGICGENIC EYE DISORDERS

Attorney Docket Number | REGN-008CIPCON10 Small Entity Status Claimed []

Application Type Nenprovisional

Subject Matter Utility

Total Number of Drawing Sheets (if any) 1 Suggested Figure for Publication (if any) 1
WEB ADS 1.0

Samsung Bioepis Exhibit 1014
Page 18



PTO/AIA/14 (08-15)

Approved for use through 04/30/2017. OMB 0651-0032

U.5. 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-008CIPCON10
Application Data Sheet37 CFR 1.76

Application Number

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

Filing By Reference:

Only complete this section when filing an applicaticn 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 drawings are being filed. Any domestic benefit er foreign priority information must be
provided in the appropriate section(s) below (i.e, "Domestic Benefit/National Stage Infermation” and “Foreign Priority Informaticn®).

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

Application number of the previously Filing date {YYYY-MM-DD) Intellectual Property Authority or Country 7
filed application

Publication Information:

[] RequestEarly 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 35US.C.

] 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 eighteen
months after filing.

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 power of attorney in 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 | (O) US Patent Practitioner | (O Limited Recognition (37 CFR 11.9)
Customer Number 96387
Prefix Given Name Middle Name Family Name Suffix

Remove

Registration Number

Prefix Given Name Middle Name Family Name Suffix

Remove

Registration Number

Additional Representative Information blocks may be generated within this form by
selecting the Add button.

WEB ADS 1.0
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PTO/AIA/14 (08-15)

Approved for use through 04/30/2017. OMB 0651-0032
U.5. 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 Sheet37 CFR 1.76

Attorney Docket Number

REGN-008CIPCON10

Application Number

Title of Invention

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISCRDERS

Domestic Benefit/National Stage Information:

This section allows for 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.
When referring to the current application, please leave the “Application Number” field blank.

Prior Application Status

Pending

Prior Application Status | Pending
) Filing or 371(c) Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)
Continuation of 17350958 2021-06-17

Remove

Application Number

Continuity Type

Prior Application Number

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

17350958

Continuation of

17112404

2020-12-04

Prior Application Status | Pending
' Filing or 371(c) Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)
17112404 Continuation of 17072417 2020-10-16
Prior Application Status | Patented
Application . Prior Application Filing Date Issue Date
Number Continuity Type Number (YYYY-MM-DD) Patent Number (YYYY-MM-DD)
17072417 Continuation of 16055847 2018-08-06 10857205 2020-12-08
Prior Application Status | Patented
Application . Prior Application Filing Date Issue Date
Number Continuity Type Number (YYYY-MM-DD) Patent Number {(YYYY-MM-DD)
17072417 Continuation of 16397267 2019-04-29 10888601 2021-01-12
Prior Application Status | Patented
Application - 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
Prior Application Status | Patented
Application o 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
WEB ADS 1.0
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PTO/AIA/14 (08-15)

Approved for use through 04/30/2017. OMB 0651-0032
U.5. 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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nventer YANCOPOULOS, GEORGE D. | e 0! Application Rumber €
tle of Use of a VEGF Antagonist to Treat Angiogenic Eye Disorders

APPLICANT HEREBY CERTIFIES THE FOLLOWING AND REQUESTS PRIORITIZED EXAMINATION FOR
THE ABOVE-IDENTIFIED APPLICATION.

1. The processing fee set forth in 37 CFR 1.17(i)(1) and the prioritized examination fee set forth in
37 CFR 1.17(c) have been filed with the request. The publication fee requirement is met
because that fee, set forth in 37 CFR 1.18(d), is currently $0. The basic filing fee, search fee,
and examination fee are filed with the request or have been already been paid. | understand
that any required excess claims fees or application size fee must be paid for the application.

2. lunderstand that the application may not contain, or be amended to contain, more than four
independent claims, more than thirty total claims, or any multiple dependent claims, and that
any request for an extension of time will cause an outstanding Track | request to be dismissed.

3. The applicable box is checked below:

1. [v] Original Application (Track One) - Prioritized Examination under § 1.102(e)(1)

i. (a) The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a).
This certification and request is being filed with the utility application via EFS-Web.
-—--OR---
(b) The application is an original nonprovisional plant application filed under 35 U.S.C. 111(a).
This certification and request is being filed with the plant application in paper.

ii. An executed inventor’'s oath or declaration under 37 CFR 1.63 or 37 CFR 1.64 for each
inventor, or the application data sheet meeting the conditions specified in 37 CFR 1.53(f)(3)(i) is
filed with the application.

II. [ ] Request for Continued Examination - Prioritized Examination under § 1.102(e)(2)

i. A request for continued examination has been filed with, or prior to, this form.

ii. If the application is a utility application, this certification and request is being filed via EFS-Web.

iii. The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a), or is
a national stage entry under 35 U.S.C. 371.

iv. This certification and request is being filed prior to the mailing of a first Office action responsive
to the request for continued examination.

v. No prior request for continued examination has been granted prioritized examination status
under 37 CFR 1.102(e)(2).

sianature’ <A Bozicevic/ pate 2021-06-21
?Il?'armSTyped) Karl BOZICeVIC ;Lag(;g:ir(;?ii; Number28’807

Note: This form must be signed in accordance with 37 CFR 1.33. See 37 CFR 1.4(d)} for signature requirements and certifications.
Submit multiple forms if more than one signature is required.*

*Total of 1 forms are submitted.
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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 purpose for 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 Office may not be able to
process and/or examine your submission, which may result in termination of proceedings or abandonment of 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 will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (6 U.S.C 552a). Records from this system of records may
be disclosed to the Department of Justice to determine whether disclosure of these records is required by the
Freedom of Information 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 disclosures to opposing counsel in the course of
settlement negotiations.

3. Arrecord in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from
the Member with respect to the subject matter 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 to perform a contract. Recipients of information shall be required to comply
with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

5. Avrecord related to an International Application filed under the Patent Cooperation 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, General
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency’s
responsibility to recommend improvements in records management practices and programs, under authority of
44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations governing
inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. Such
disclosure shall not be used to make determinations about individuals.

8. Arrecord from this system of records may be disclosed, as a routine use, to the public after either 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
record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record
was filed in an application which became abandoned or 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 aware of a violation or potential violation of law or regulation.
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USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

CROSS-REFERENCE TO RELATED APPLICATIONS
[0001] This application is a continuation of 17/350,958 filed June 17, 2021 which is a continuation
of 17/112,404 filed December 4, 2020 which is a continuation of 17/072,417 filed October 16, 2020
which is a continuation of 16/055,847 filed August 6, 2018, now U.S. Patent 10,857,205 issued
December 8, 2020 and is a continuation of 16/397,267 filed 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, which is a continuation of 14/972,560 filed December 17, 2015, now U.S.
Patent No. 9,669,069 issued June 6, 2017, which is a continuation of 13/940,370 filed 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 reference in 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 by or associated with angiogenesis.

BACKGROUND
[0003] Several eye disorders are associated with pathological angiogenesis. For example, the
development of age-related macular degeneration (AMD) is associated with a process called
choroidal neovascularization (CNV). Leakage from the CNV causes macular edema and collection
of fluid beneath the macula resulting in vision loss. Diabetic macular edema (DME) is another eye
disorder with an angiogenic component. DME is the most prevalent cause of moderate vision loss
in patients with diabetes and is a common complication of diabetic retinopathy, a disease affecting
the blood vessels of the retina. Clinically significant DME occurs when fluid leaks into the center of
the macula, the light-sensitive part of the retina responsible for sharp, direct vision. Fluid in the
macula can cause severe vision loss or blindness. Yet another eye disorder associated with
abnormal angiogenesis is central retinal vein occlusion (CRVO). CRVO is caused by obstruction of
the central retinal vein that leads to a back-up of blood and fluid in the retina. The retina can also
become ischemic, resulting in the growth of new, inappropriate blood vessels that can cause further
vision loss and more serious complications. Release of vascular endothelial growth factor (VEGF)

-
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contributes to increased vascular permeability in the eye and inappropriate new vessel growth.
Thus, inhibiting the angiogenic-promoting properties of VEGF appears to be an effective strategy
for treating angiogenic eye disorders.

[0004] FDA-approved treatments of angiogenic eye disorders such as AMD and CRVO include
the administration of an anti-VEGF antibody called ranibizumab (Lucentis®, Genentech, Inc.) on a
monthly basis by intravitreal injection.

[0005] Methods for treating eye disorders using VEGF antagonists are mentioned in, e.g., US
7,303,746; US 7,306,799; US 7,300,563; US 7,303,748; and US 2007/0190058. Nonetheless,
there remains a need in the art for new administration regimens for angiogenic eye disorders,

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

BRIEF SUMMARY OF THE INVENTION
[0006] The present invention provides methods for treating angiogenic eye disorders. The
methods of the invention comprise sequentially administering multiple doses of a VEGF antagonist
to a patient over time. In particular, the methods of the invention comprise sequentially
administering to the patient a single initial dose of a VEGF antagonist, followed by one or more
secondary doses of the VEGF antagonist, followed by one or more tertiary doses of the VEGF
antagonists. The present inventors have surprisingly discovered that beneficial therapeutic effects
can be achieved in patients suffering from angiogenic eye disorders by administering a VEGF
antagonist to a patient at a frequency of once every 8 or more weeks, especially when such doses
are preceded by about three doses administered to the patient at a frequency of about 2 to 4
weeks. Thus, according to the methods of the present invention, each secondary dose of VEGF
antagonist is administered 2 to 4 weeks after the immediately preceding dose, and each tertiary
dose is administered at least 8 weeks after the immediately preceding dose. An example of a
dosing regimen of the present invention is shown in Figure 1. One advantage of such a dosing
regimen is that, for most of the course of treatment (i.e., the tertiary doses), it allows for less
frequent dosing (e.g., once every 8 weeks) compared to prior administration regimens for
angiogenic eye disorders which require monthly administrations throughout the entire course of
treatment. (See, e.g., prescribing information for Lucentis® [ranibizumab], Genentech, Inc.).
[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 antagonist to the
patient. In one embodiment, the VEGF antagonist comprises one or more VEGF receptor-based
chimeric molecule(s), (also referred to herein as a "VEGF-Trap" or "VEGFT"). An exemplary VEGF

2.
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antagonist that can be used in the context of the present invention is a multimeric VEGF-binding
protein comprising two or more VEGF receptor-based chimeric molecules referred to herein as
"VEGFR1R2-FcAC1(a)" or "aflibercept."

[0009] Various administration routes are contemplated for use in the methods of the present
invention, including, e.g., topical administration or intraocular administration (e.g., intravitreal
administration).

[0010] Aflibercept (EYLEA™, Regeneron Pharmaceuticals, Inc) was approved by the FDA in
November 2011, for the treatment of patients with neovascular (wet) age-related macular
degeneration, with a recommended dose of 2 mg administered by intravitreal injection every 4
weeks for the first three months, followed by 2 mg administered by intravitreal 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 at least six "tertiary doses" are administered once every 8 weeks thereafter, i.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. Itis also to be understood that the terminology used herein is for the purpose
of describing particular embodiments only, and is not intended to be limiting, since the scope of the
present invention will be limited only by the appended claims.
[0014] Unless defined otherwise, all technical and scientific terms used herein have the same
meaning as commonly understood by one of ordinary skill in the art to which this invention belongs.
As used herein, the term "about," when used in 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 (e.g., 99.1, 99.2,
99.3, 99.4, etc.).
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[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.

DOSING REGIMENS

[0016] The present invention provides methods for treating angiogenic eye disorders. The
methods of 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 doses of the VEGF antagonist, followed by one or
more tertiary 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 which is
administered at the beginning of the treatment regimen (also referred to as the "baseline dose"); the
"secondary doses" are the doses which are administered after the initial dose; and the "tertiary
doses" are the doses which are administered after the secondary doses. The initial, secondary,
and tertiary doses may all contain the same amount of VEGF antagonist, but will generally differ
from one another in terms of frequency of administration. In certain embodiments, however, the
amount of VEGF antagonist contained in the initial, secondary and/or tertiary doses will vary from
one another (e.g., adjusted up or down as appropriate) during the course of treatment.

[0018] In one exemplary embodiment of the present invention, each secondary dose is
administered 2 to 4 (e.g., 2, 22, 3, 3%, or 4) weeks after the immediately preceding dose, and each
tertiary dose is administered at least 8 (e.g., 8, 842, 9, 9%2, 10, 102, 11, 1112, 12, 1212, 13, 1314, 14,
142, or more) weeks after 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 sequence with no intervening doses.

[0019] In one exemplary embodiment of 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 weeks after 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 (i.e., at weeks 16, 24, 32, 40 and 48). The tertiary
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doses may continue (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 number of
secondary and/or tertiary doses of a VEGF antagonist. For example, in certain embodiments, only
a single secondary dose is administered to the patient. In other embodiments, two or more (e.g., 2,
3,4,5,6,7,8, or more) secondary doses are administered to the patient. Likewise, in certain
embodiments, only a single tertiary dose is administered to the patient. In other embodiments, two
or more (e.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 same frequency as the other secondary doses. For example, each secondary
dose may be administered to the patient 4 weeks after the immediately preceding dose. Similarly,
in embodiments involving multiple tertiary doses, each tertiary dose may be administered at the
same frequency as the other tertiary doses. For example, each tertiary dose may be administered
to the patient 8 weeks after 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 doses of the VEGF antagonist, followed by at least 5 tertiary doses of the VEGF
antagonist, wherein the first four tertiary doses are administered 8 weeks after the immediately
preceding dose, and wherein each subsequent tertiary dose is administered from 8 to 12 (e.g., 8,
812, 9, 92, 10, 10'2, 11, 11142, 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 needs of the 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, reduces or interferes with the normal biological activity
of VEGF.

[0023] VEGF antagonists include molecules which interfere 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 hinder the 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").
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[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 Flk1 or KDR), and may also contain a multimerizing
domain (e.g., an Fc domain which facilitates the multimerization [e.g., dimerization] of two or more
chimeric polypeptides). An exemplary VEGF receptor-based chimeric molecule is a molecule
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 [i.e., K458] may or may not
be included in the VEGF antagonist used in the methods of 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 and is 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 by or 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 methods of
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 CRVOQO), branch retinal vein occlusion (BRVO), diabetic macular edema (DME), choroidal
neovascularization (CNV; e.g., myopic CNV), iris neovascularization, neovascular glaucoma, post-
surgical fibrosis 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, e.g., a
pharmaceutically acceptable carrier. Other agents may be incorporated into the pharmaceutical
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composition to provide improved transfer, delivery, tolerance, and the like. The term
“pharmaceutically acceptable” means approved by a regulatory agency of the Federal or a state
government or listed 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
formulations can be found in the formulary known to 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 methods of the present invention, provided that the VEGF
antagonist is 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 antagonist in
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 other auxiliary 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 hydrogenated castor oil)], 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 be filled in an appropriate ampoule if
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, e.g., via eye drops or other liquid, gel, ointment

-7-

Samsung Bioepis Exhibit 1014
Page 35



Atty Dkt.. No. REGN-008CIPCON10

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

[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 schemes in which the quantity of VEGF
antagonist contained within the individual doses increases over time (e.g., each subsequent dose
contains more VEGF antagonist than the last), decreases over time (e.g., each subsequent dose
contains less VEGF antagonist than the last), initially increases then decreases, initially decreases
then increases, or remains the same throughout the course of the administration regimen.

[0031] The amount of VEGF antagonist administered to the patient in each dose is, in most
cases, a therapeutically effective amount. As used herein, the phrase "therapeutically effective
amount" means a dose of VEGF antagonist that results in a detectable improvement in one or more
symptoms or indicia of an angiogenic eye disorder, or a dose of VEGF antagonist that 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 (i.e., mg/kg). For example,
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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

[0033] The methods of the present invention are useful for treating angiogenic eye disorders in
patients that have been diagnosed with or are at risk of being afflicted with an angiogenic eye
disorder. Generally, the methods of the present invention demonstrate efficacy within 104 weeks of
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
week 48, by the end of week 56, etc. In the context of methods for 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 fewer letters on the Early Treatment Diabetic Retinopathy Study
(ETD