
  

     

     

         
   

     
    

       

            
   

   
  

 
            

              

  

                  

 

         

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 303 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



    

   

    
  

               

               

             

         

              

             

           

                   

         

             

 

              

         

             

  

              

              

              

        

              

        

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 304 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



    
  

              

             

            

 

              

    

              

  

              

   

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 305 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



 

  

       

     

    

     

  

    
  

                 

         

              

            

       

              

                  

                 

  

             

               

             

                

             

                

             

                 

  

             

                 

             

              

  

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 306 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



    
  

                

  

 

                

               

           

                 

                 

               

                 

    

    

     
      

    
   

   
   

 

  
     

   
     

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 307 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



Electronically Filed
REGN-008CIPCON4

. 8618
INF ORMATION 7 George D. Yancopoulos

DISCLOSURE STATEMENT 16/159.282
October 12, 2018

1647

Addressto: Jon McClelland Lockard

Commissionerfor Patents a,

P.O. Box 1450 re vel
Alexandria, VA 22313-1450 YE LSOFAETS

“Use ofa VEGF Antagonist to Treat Angiogenic
  

Sir:

Applicants submit 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/O8A

and copies of the foreign patents and non-patentliterature are also enclosed.

The Examineris requested to make the documents listed on the enclosed PTO/SB/O8Aofrecord in this

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

PTO/SB/O8A,indicating the documents cited therein have been considered and made ofrecord herein.

Statements

XX]  Nostatement

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

the information disclosure statement filed herewith:

(i) Wasfirst cited in any communication from a patent office in a counterpart foreign or

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

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

information disclosure statement; or

(ii) 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.

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

information disclosure statement was first cited in any communication from a foreign
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Filing Date October 12, 2018
INFORMATION DISCLOSURE George D. Yancopoulos
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Jon McClelland Lockard

[Sheet[1[of]2__|Attorney Docket Number REGN-008CIPCON4

U.S. PATENT DOCUMENTS
Examiner|Cite Patent Number Issue Date Nameof Patentee or Pages, Columns, Lines, Where

Initial* No YYYY-MM-DD Applicant of Cited Document Relevant Passages or Relevant
Number-Kind Code(if known) Figures Appear

U.S. PATENT APPLICATION PUBLICATIONS

Examiner|Cite mentecntinesNumber Publication Date Nameof Patentee or Pages, Columns, Lines, WhereInitial” No. YYYY-MM-DD Applicant of Cited Document Relevant Passagesor Relevant

Number-Kind Code|neboKiadCoe(tino)—_|reAppear

Where Relevant Passages

coycatenanotneconCode-Number-Kind Code (if or Relevant Figuresknown} ea

Publication Date Nameof Patentee or

“eensDocument Number YYYY-MM-DD Applicant of Cited Document Pages, Columns,Lines,Cite

ra|
NON PATENT LITERATURE DOCUMENTS

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

country where published.

Bayer Investor News, “VEGF Trap-Eye: New Data Confirm Successesin the Treatment of
Age-related Macular Deg ion” (September 28, 2008

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 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-WeekFollow-up Results from a Phase 2 Study of VEGF Trap-Eyein
A . :

Regeneron Pharmaceuticals, Inc., “Regeneron and Bayer HealthCare Announce VEGF
Trap-Eye Achieved Durable Improvementin Vision over 52 Weeksin a Phase 2 Studyin

SeeeeeSignature Considered

“EXAMINER: Initial if reference considered, whether ornot 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.
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Application Number 16/159 ,282

Filing Date October 12, 2018
INFORMATION DISCLOSURE Cctober 12,2018
STATEMENTBY APPLICANT 1647

Jon McClelland Lockard

|of|==2|Attorney Docket Number REGN-008CIPCON4

NON PATENT LITERATURE DOCUMENTS

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

country where published.

Regeneron Pharmaceuticals, Inc. “Regeneron Reports Full Year and Fourth Quarter 2008
Financial and Operating

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

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

ae Regeneron Press Release “Regeneron Schedules November 22, 2010 TeleconferenceAnd Webcast To Discuss Results Of Two Phase 3 Studies With VEGF Trap-Eye In Wet

Regeneron Press Release “Regeneron And BayerStart Phase 3 Trial To Extend
Ophthalmology Research & Development Program For VEGF Trap-EyeIn Asia” (January
18, 2011

Regeneron Press Release “Regeneron To WebcastInvestor 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 Pharmaceuticals, Inc., “FDA Grants Priority Review for VEGF Trap-Eyefor the
Treatment of Wet Age-Related Macular Degeneration”

Regeneron Pharmaceuticals, Inc., “Regeneron Announces EYLEA™ (aflibercept
ophthalmic solution) Receives Unanimous Recommendation for Approval for Treatmentof
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., “Regeneron Announces FDA Approvalof
EYLEA&#153; (aflibercept) Injection for the Treatment of Wet Age-Related Macular
Degeneration: CORRECTED (November18, 2011

Regeneron Pharmaceuticals, Inc., “Regeneron and Bayer Initiate Phase 3 Clinical
Program for the Treatment of Wet Age-Related Macular Degeneration in China”
November 28, 2011

Regeneron Pharmaceuticals, Inc., “Two Year Results of Phase 3 Studies with EYLEA™
(aflibercept) Injection in wet AMD Show Sustained Improvementin Visual Acuity”
December5, 2011
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considered. Include copy of this form with next communication to applicant.

Regeneron Pharmaceuticals, Inc. Exhibit2053 Page 311
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc. IPR2023-00884



     

   

   

             

       

    

    

    

         

     
  
 

  

 

 

 

 

 

  

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 312 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



     
  
 

 

       

    

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 313 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



section

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

First Named Inventor/Applicant Name: George D. Yancopoulos

ec

Paymentinformation:

 
[pepestaccount

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpaymentasfollows: 
Regeneron Pharmaceuticals, Inc. Exhibit2053 Page 314

Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc. IPR2023-00884



  

 
    

    
       

 

 
      

  
  

     
 

 

 

 

 
 

  
 

       
 

      

    

    

   

        

 

 

 

 
      

    
 

 

 

 

    
  

 
  

   

   
 

 

 

         

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 315 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



 

 
      

 
 

 

 

 

 

   
  

 
    

 
 

 

 

 

   
      

 
 

 

 

 

 

    
      

 
   

 

 

 

 

  
  

 
    

    

 

 

 

 

     
  

 
    

 
 

 

 

 

  
      

 
  

 

 

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 316 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



 

   
      

 
   

 

 

 

 

   
  

 
    

    
 

 

 

 

  
  

 
    

         

 

 

 

 

  
      

 
       

 

 

 

 

  
  

 
    

 
 

 

 

 

    
  

 
    

   
 

 

 

 

  
      

 
    

 

 

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 317 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



 

  
     

 
 

        
 

 

 

 

  
  

 
    

   
 

 

 

 

  
      

 
       

 

 

 

 

   
      

 
    

 

 

 

 

   
     

 
 

  
 

 

 

 

   
  

 
    

   
 

 

 

 

   
      

 
 

 

 

 

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 318 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



 

    
   

  
 

  
 

 

 

 

    
  

  
 

  
 

 

 

 

    
 

  
 

  
 

 

 

 

       
          

 

 

 

      

                
                   

       

      
                     

                      
          

          
                    

                 
                   

           
                 
                   

                   
                 

  

Regeneron Pharmaceuticals, Inc.     Exhibit 2053     Page 319 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884



UNITED STATES PATENT AND TRADEMARKOFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virgima 22313-1450
WWW. USpto.gov 
 APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEYDOCKET NO. CONFIRMATION NO.

 

16/159,282 10/12/2018 George D. Yancopoulos REGN-008CIPCON4 8618

Regeneron- Bozicevic, Field & Francis
201 REDWOOD SHORES PARKWAY LOCKARD, JON MCCLELLAND
SUITE 200
REDWOODCITY, CA 94065

1647

07/01/2020 ELECTRONIC

Please find below and/or attached an Office communication concerning this application or proceeding.

The time 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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Receipt date: 03/31/2020

Application Number 16/159.282

Filing Date October 12, 2018
INFORMATION DISCLOSURE First Named Inventor George D. Yancopoulos
STATEMENTBY APPLICANT

Jon M. Lockard

fShet[St~———Sdof~—S2~—_| Attorney Docket Number REGN-008CIPCON4

U.S. PATENT DOCUMENTS
Patent Number Issue Date Nameof Patentee or Pages, Columns, Lines, Where

Initial* No YYYY-MM-DD Applicant of Cited Document Relevant Passages or Relevant
Number-Kind Code(if known) Figures Appear

|=|=‘ 7070959 2006-07-04 Papadopoulos Pid
|si|2_*| 8092803 2012-01-10 Furfine et al. Pd
|sit3|10406226 2019-09-10 Dixet al.PpCtC—‘CSCs‘i*dC
|4|10464992 2019-11-05 Furfine et al. PE

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

Initial* No|Number‘KindGods(ino)—_|YYYY-MM-DD Applicant of Cited Document Relevant Passages or RelevantNumber-Kind Code (if known) Figures Appear

||4__| 2019/0388539 2019-12-26 Dix etal. po
|2|2020/0017572 2020-01-16 Furfineet al. PC

FOREIGN PATENT DOCUMENTS
Publication Date Name of Patentee or .

Foreign Document Number _MM_ ‘i Pages, Columns,Lines,
YYYY-MM-DD Applicant of Cited Document Where Relevant Passages

Examiner Country Code-Number-Kind Code (if or Relevant Figures
Initial” known} Appear

 
NON PATENT LITERATURE DOCUMENTS

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

where published.

ANONYMOUS“Anti-VEGF 2019: The State of the Art” Review of Ophthalmology

CHATZIRALLIet al. “Intravitreal aflibercept for neovascular age-related macular
degenerationin patients aged 90 yearsorolder: 2-year visual acuity outcomes” Eye
2018) 32:1523-1529

CHUNGetal. “Ziv-aflibercept: A novel angiogenesisinhibitor for the treatment of
metastatic colorectal cancer” Am J Heath-Syst Pharm (November1, 2013) 70:1887-1896

COOPERetal., “Increased Renal Expression of Vascular Endothelial Growth Factor
(VEGF) and Its Receptor VEGFR-2 in Experimental Diabetes” Diabetes (1999) 48:2229-
2239

CROLLetal., “VEGF-mediated inflammation precedes angiogenesis in adult brain”
Experimental Neurology (2004) 187:388-402

DeVRIESEet al., “Antibodies against Vascular Endothelial Growth Factor Improve Early
Renal Dysfunction in Experimental Diabetes” J. Am. Soc. Nephrol (2001) 12:993-1000

EREMINAetal., “Glomerular-specific alterations of VEGF-A expression lead to distinct
congenital and acquired renal diseases” Journal ofClinical Investigation (March 2003)
111(5):707-716

ERIKSSONetal., “Structure, Expression and Receptor-Binding Properties of Novel
Vascular Endothelial Growth Factors” Vascular Growth Factors and Angiogenesis,
Springer (1999) pp. 41-57

SeeeeeSignature Considered
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INFORMATION DISCLOSURE
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Jon Mi Lockard

|of|==2|Attorney Docket Number REGN-008CIPCON4

NON PATENT LITERATURE DOCUMENTS

agazine,journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher,city and/or
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FERRARA,N. “Vascular Endothelial Growth Factor: Molecular and Biological Aspects”
Advancesin Organ Biolog

FERRARAet al., “Clinical applications of angiogenic growth factors andtheir inhibitors”
Nature Medicine (December 1999) 5(12):1359-1364

FLYVBJERGet al., “Amelioration of Long-Term Renal Changesin Obese Type 2 Diabetic
Mice by a Neutralizing Vascular Endothelial Growth Factor Antibody” Diabetes (October
2002) 51:3090-3094

HOLASHetal., “Vessel Cooption, Regression, and Growth in Tumors Mediated by
Angiopoietins and VEGF” Science (June 18, 1999) 284(5422):1994-1998

KOROBELNIKetal., “Intravitreal Aflibercept Injection for Macular Edema Resulting from
Central Retinal Vein Occlusion” American Academy of Ophthalmology (2014) 121(1):202-

MITCHELL,Edith P. “Targeted Therapy for Metastatic Colorectal Cancer: Role of
pt” Clinical Colorectal Cancer (2013) 12(2):73-85

NOGUERA-TROISEetal., “Blockade of D114 inhibits tumour growth by promoting non-
productive angiogenesis” Nature (December 2006) 444:1032-1037

RUDGEet al., “VEGF Trap complex formation measures production rates of VEGF,
providing a biomarkerfor predicting efficacious angiogenic blockade” PNAS (November
20, 2007) 104(47):18363-18370

SCHMIDT-ERFURTHetal., “Intravitreal Aflibercept Injection for Neovascular Age-related
Macular Degeneration” Ophthalmology (2014) 121:193-201

SEMERAROetal., “Aflibercept in wet AMD: specific role and optimal use” Drug Design,
Development and Therapy (August 2, 2013) 7:711-722

TANNOCKetal., “Aflibercept versus placebo in combination with docetaxel and
prednisonefor treatment of men with metastatic castration-resistant prostate cancer
VENICE): a phase 3, double-blind randomizedtrial” Lancet Oncol (2013) 14:760-768

THURSTON,Gavin “Complementary actions of VEGF and Angiopoietin-1 on blood vessel
growth and leakage” J. Anat. (2002) 200:575-580

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
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FOREIGN PATENT DOCUMENTS

ee Publication Date Nameof Patentee or Pages. Columns,Lines,Foreign Document Number YYYY-MM-DD Applicant of Cited Document Where Relevant Passages
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where published.

BENZetal. “CLEAR-IT-2: Interim Results Of The PhaseII, 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

DO etal. “Results of a Phase 1 Study of Intravitreal VEGF Trap in Subjects with Diabetic
Macular Edema: The CLEAR-IT DME Study” ARVO Annual Meeting

DO et al. “VEGF Trap-Eye Vision-specific Quality of Life through 52 Weeksin Patients
with Neovascular AMDin CLEAR-IT 2: A Phase 2 Clinical Trial” ARVO Annual Meeting

HALLERetal., “VEGF Trap-Eye In CRVO:Primary Endpoint Results of the Phase 3
COPERNICUSStudy” ARVO Annual Meeting Abstract (April 2011

HEIERetal., “CLEAR-IT 2: Phase 2, Randomized Controlled Dose andInterval-Ranging
Study of Intravitreal VEFG Trap Eye in Patients with Neovascular Age-Related Macular
Degeneration: Predictive Factors for Visual Acuity” ARVO Annual Meeting Abstract (April

HEIERetal., “The 1-year Results of CLEAR-IT 2, a Phase 2 Study of Vascular
Endothelial Growth Factor Trap-Eye Dosed As-neededAfter 12-week Fixed Dosing”
Ophthalmology 2011 ;118:1098—1106 (June 2011

HEIERetal., “The 1-year Results of CLEAR-IT 2, a Phase 2 Study of Vascular
Endothelial Growth Factor Trap-Eye Dosed As-neededAfter 12-week Fixed Dosing:
Erratum” Ophthalmology 2011;118:1700 (September 2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320775
“Safety and Tolerability of Intravitreal Administration of VEGF Trap in Patients With
Neovascular Age-Related Macular Degeneration” 70 pages, Latest version submitted
June 8, 2011 on ClinicalTrials.gov (NCT00320775 2006-2011
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agazine,journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher,city and/or
count i

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320775
“Safety and Tolerability of Intravitreal Administration of VEGF Trap in Patients With
Neovascular Age-Related Macular Degeneration” 10 pages, Latest version submitted
March 16, 2015 on ClinicalTrials.gov (NCT00320775 2015

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320788
“Safety and Efficacy of Repeated Intravitreal Administration of Vascular Endothelial
Growth Factor (VEGF) Trap in Patients With Wet Age-Related Macular Degeneration
(AMD)” 71 pages, Latest version submitted December1, 2011 on ClinicalTrials.gov
NCT00320788_2006-201 1

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320788
“Safety and Efficacy of Repeated Intravitreal Administration of Vascular Endothelial
Growth Factor (VEGF) Trap in Patients With Wet Age-Related Macular Degeneration
(AMD)” 31 pages, Latest version submitted January 27, 2012 on ClinicalTrials.gov
NCT00320788_ 2012

Information from ClinicalTrials.gov archive History of Changes for Study: NCT0032081 4
“Phase 1 Study of VEGF Trap in Patients With Diabetic Macular Edema” 30 pages, Latest
version submitted June 8, 2011 on ClinicalTrials.gov (NCT00320814 2006-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00509795
“Double-Masked Study of Efficacy and Safety of IVT VEGF Trap-Eyein Subjects With
Wet AMD (VIEW 1)” 318 pages, Latest version submitted December1, 2011 on
ClinicalTrials.gov (NCT00509795 2007-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00509795
“Double-Masked Study of Efficacy and Safety of IVT VEGF Trap-Eye in Subjects With
Wet AMD (VIEW 1)” 200 pages, Latest version submitted December20, 2012 on
ClinicalTrials.gov (NCT00509795_2012

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00527423
“Randomized, Single-Masked, Long-Term, Safety and Tolerability Study of VEGF Trap-
Eye in AMD”64 pages, Latest version submitted November1, 2011 on ClinicalTrials.gov
NCT00527423_ 2007-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00527423
“Randomized, Single-Masked, Long-Term, Safety and Tolerability Study of VEGF Trap-
Eye in AMD”42 pages,Latest version submitted June 10, 2013 on ClinicalTrials.gov
NCT00527423 2012-2013

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00637377
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1, Dose-Escalation, Safety, Tolerability, and Bioactivity Study of Intravitreal VEGF Trapin
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WO 2004/106378 PCT/US2004/012540

12. A method of reducing the incidence of corneal transplant rejection in a subject in need

thereof, comprising administering to the subject an agent capable ofblocking,inhibiting, or

ameliorating vascular endothelial growth factor (VEGF)-mediated activity, such that the
incidence ofcorneal transplant rejection is reduced.

13. A method oftreating cornealtransplantrejection in a subject in need thereof, comprising

administering to the subject an agent capable of blocking,inhibiting, or ameliorating vascular

endothelial growth factor (VEGF)-mediated activity, such that cornealtransplantrejection is
treated.

14. A pharmaceutical composition for prevention or treatment of corneal transplant rejection,

comprising a vascular endothelial growth factor (VEGF) antagonist, and a pharmaceutically

acceptablecarrier.

15. The pharmaceutical composition of claim 14, in the form ofa liquid, gel, ointment, salve, or

ophthalmic solution.

16. An article of manufacturing comprising:

(a) packaging material; and

(b) a pharmaceutical agent contained within the packaging material; .
’ wherein the pharmaceutical agent comprises at least one VEGF-specific fusion protein of the

invention and wherein the packaging material comprises a label or package insert which

indicatess that the VEGF-specific fusion protein can be used to treat or prevent corneal transplant

rejection in a mammalian subject.

20

SUBSTITUTE SHEET (RULE 26)
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DATE MAILED:07/22/2020

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEYDOCKET NO, CONFIRMATIONNO. 
16/159,282 10/12/2018 George D. Yancopoulos REGN-OO8CIPCON4 8618

TITLE OF INVENTION: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

 APPLN. TYPE ENTITYSTATUS ISSUE FEE DUE PUBLICATION FEE DUE|PREY. PAID ISSUE FEE TOTAL FEE{(S) DUE DATE DUE

nonprovisional UNDISCOUNTED $1000 $0.00 $0.00 $1000 10/22/2020

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.

PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCEIS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROMISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROMTHE MAILING
DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS STATUTORY PERIOD
CANNOTBE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES NOT REFLECT A CREDIT
FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS PREVIOUSLY BEEN PAID IN

THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM WILLBE CONSIDERED A REQUEST
TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW DUE.

HOWTO REPLYTO THIS NOTICE:

I. Review the ENTITY STATUS shownabove. If the ENTITY STATUSis shown as SMALL or MICRO,verify whether entitlement tothat
entity status still applies.

If the ENTITY STATUSis the same as shownabove, pay the TOTAL FEE(S) DUE shownabove.

If the ENTITY STATUSis changed fromthat shown above, on PARTB - FEE(S)TRANSMITTAL, complete section number5 titled
"Change in Entity Status (from status indicated above)”.

For purposesof this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

Il. PART B - FEE(S) TRANSMITTAL,orits equivalent, must be completed and returnedto the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATIONFEE(if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of PartBis filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due tothe difficulty in recognizing
the paper as an equivalent of Part B.

1. All communications regarding this application mustgive the application number. Please direct all communications prior to issuance to Mail
Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Maintenancefees are duein utility patents issuing on applications filed on or after Dec. 12, 1980.
It is patentee's responsibility to ensure timely payment of maintenance fees when due. More informationis available at
www.uspto.gov/PatentMaintenanceFees.
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), by mail or fax, or via EFS-Web.

By mail, send to:=Mail Stop ISSUE FEE By fax, send to: (571)-273-2885
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450

INSTRUCTIONS:This form shouldbe usedfor transmitting the ISSUE FEE and PUBLICATIONFEE(ifrequired). Blocks 1 through 5 should be completed where appropriate. All
further correspondence including the Patent, advance orders and notification of maintenancefees will be mailedto the current correspondence addressas indicated unless correctedbelowor directed otherwise in Block1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS"for maintenance fee notifications. 

Note: A certificate of mailing can only be used for domestic mailings ofthe
Fee(s) Transmittal. This certificate cannot be used for any other accompanying
papers. Each additional paper, such as an assignment or formal drawing, must
have its own certificate of mailing or transmission.

CURRENT CORRESPONDENCE ADDRESS(Note: Use Block | for any change of address)

96387 7590 07/22/2020 Certificate of Mailing or Transmission

Regeneron - Bozicevic, Field & Francis I herebycertify that this Fee(s) Transmittal is being deposited with the United. . States Postal Service with sufficient postage for first class mail in an envelope
201 REDWOOD SHORES PARKWAY addressed to the Mail Stop ISSUE FEE address above, or being transmitted to
SUITE 200 the USPTO via EFS-Web orby facsimile to (571) 273-2885, on the date below,
REDWOODCITY, CA 94065  
APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEYDOCKETNO. CONFIRMATION NO. 

16/159,282 10/12/2018 George D. Yancopoulos REGN-008CIPCON4 8618

TITLE OF INVENTION: USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE|PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE 
nonprovisional UNDISCOUNTED $1000 $0.00 $0.00 $1000 10/22/2020

 EXAMINER ART UNIT CLASS-SUBCLASS

LOCKARD, JON MCCLELLAND 1647 424-134100

-hangeof correspondenceaddress or indication of "Fee Address" (7 2. For printing on the patent front page,list
CER1.363). (1) The namesofup to 3 registered patent attorneys

or agents OR,alternatively, 1
(2) The nameofa single firm (having as a member a
registered attorney or agent) and the names of upto— 2
2 registered patent attorneys or agents. If no nameis
listed, no name will be printed.

J Change of correspondence address (or Change of CorrespondenceAddress form PTO/SB/122) attached.

_] "Fee Address”indication (or "Fee Address" Indication form PTO/
SB/47; Rev03-09 or more recent) attached. Use of a Customer
Number is required.

. ASSIGNEE NAME AND RESIDENCE DATATO BE PRINTED ON THE PATENT(printor type)

PLEASE NOTE: Unlessanassigneeis identified below, no assignee data will appear on the patent. If an assigneeis identified below, the document must have been previously
recorded,orfiled for recordation, as set forth in 37 CFR 3.11 and 37 CFR 3.81(a). Completion ofthis form is NOTa substitute forfiling an assignment.
(A) NAME OP ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

 
la

Please check the appropriate assignee category or categories (will not be printed on the patent) : J Individual J Corporationor otherprivate group entity (J Government

4a. Fees submitted: (Hissue Fee [Publication Fee(if required) (LVAdvance Order- # of Copies
4b. Method of Payment: {Pleasefirst reapply any previouslypaidfee shown above)

J Electronic Payment via EFS-Web (_] Enclosed check (I Non-electronic paymentbycredit card (Attach form PTO-2038)

J The Director is hereby authorized to charge the required fee(s), any deficiency, or credit any overpayment to Deposit Account No.

5. Changein Entity Status (from status indicated above)
NOTE:Absenta valid certification of Micro EntityStatus (see forms PTO/SB/1SA and 15B), issue
fee paymentin the micro entity amount will not be accepted at the risk of application abandonment.
NOTE:Ifthe application was previously under micro entity status, checking this box will be taken
to bea notification ofloss ofentitlement to micro entitystatus.
NOTE;Checkingthis box will be taken to bea notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE:This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements andcertifications.

| Applicantcertifying micro entity status. See 37 CFR 1.29

Ld Applicantasserting small entity status. See 37 CPR 1.27

Applicant changing to regular undiscounted fee status.

 

  

Authorized Signature Date

Typed or printed name Registration No.
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UNITED STATES PATENT AND TRADEMARK OFFICE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
WwWww.uspto. gov 
 

16/159,282 10/12/2018 George D. Yancopoulos REGN-O008CIPCON4 8618

96387 7590 07/22/2020

Regeneron- Bozicevic, Field & Francis LOCKARD, JON MCCLELLAND
201 REDWOOD SHORES PARKWAY

SUITE 200 ART UNIT PAPER NUMBER
REDWOODCITY, CA 94065 1647

DATE MAILED:07/22/2020

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the requirement
that the Office provide a patent term adjustment determination with the notice of allowance. See Revisions to Patent
Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer providing an initial
patent term adjustment determination with the notice of allowance. The Office will continue to provide a patent term
adjustment determination with the Issue Notification Letter that is mailed to applicant approximately three weeks prior
to the issue date of the patent, and will include the patent term adjustmenton the patent. Any request for reconsideration
of the patent term adjustment determination (or reinstatement of patent term adjustment) should follow the process
outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification|45/159,282

| | ExaminerJON M LOCKARD

Yancopoulos, George D.

Version

Ce
ft|2013-01-04
fis 2013-01-04

fe08

CPC Combination Sets

[SymboltyesetRanking|Version|
aa

 
JON M LOCKARD/ 16 July 2020
Examiner, Art Unit 1647 Total Claims Allowed:

Assistant Examiner) (Date) 11

/CHRISTINE J SAOUD/ 19 July 2020 . . an
Primary Examiner, Art Unit 1647 O.G. Print Claim(s)|O.G. Print Figure 
(Primary Examiner) (Date) 1 NONE

U.S. Patent and Trademark Office Part of Paper No.: 20200716
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Application/Control No. Applicant(s)/Patent Under Reexamination

16/159 ,282

| | ExaminerJON M LOCKARD

/ssue Classification Yancopoulos, George D.

INTERNATIONAL CLASSIFICATION

CLAIMED

A61K

A61K

NON-CLAIMED

CROSS REFERENCES(S)

CLASS SUBCLASS (ONE SUBCLASS PER BLOCK)

 
JON M LOCKARD/ 16 July 2020
Examiner, Art Unit 1647 Total Claims Allowed:

Assistant Examiner) (Date) 11

/CHRISTINE J SAOUD/ 19 July 2020 . : oe
Primary Examiner, Art Unit 1647 O.G. Print Claim(s)|O.G. Print Figure
(Primary Examiner) (Date) 1 NONE

U.S. Patent and Trademark Office

 
Part of Paper No.: 20200716
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Application/Control No. Applicant(s)/Patent Under Reexamination

16/159 ,282 Yancopoulos, George D.

| Examiner Art Unit
JON M LOCKARD 1647

/ssue Classification

Claims renumbered in the sameorder as presented by applicant ( CPA T.D. © R1.47 

JON M LOCKARD/ 16 July 2020
Examiner, Art Unit 1647 Total Claims Allowed:

Assistant Examiner) (Date) 11

/CHRISTINE J SAOUD/ 19 July 2020 . . an
Primary Examiner, Art Unit 1647 O.G. Print Claim(s)|O.G. Print Figure
(Primary Examiner) (Date) 1 NONE

U.S. Patent and Trademark Office

 
Part of Paper No.: 20200716
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Application/Control No. Applicant(s)/Patent Under Reexamination

Search Notes 16/159,282 Yancopoulos, George D.

l|| il | || “ Art Unit
JON M LOCKARD 4647

CPC - Searched*

CPC Combination Sets - Searched*

Symbol

US Classification - Searched*

03/29/2019 JML

 
* See search history printout included with this form or the SEARCH NOTESboxbelowto determine the scope of
the search.

Search Notes

Search Notes Dae

hse US-PGPUB, EPO, DERWENT): See attached search 03/29/2019
STN (MEDLINE, SCISEARCH, EMBASE,BIOSIS): See attached JMLsearchhistory. 03/29/2019 Me
PALM: Inventor search. 03/29/2019

hsey US-PGPUB, EPO, DERWENT): See attached search 09/25/2019
PALM: Inventor search. 09/25/2019

 
U.S, Patent and Trademark Office Part of Paper No.: 20200716
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Application/Control No. Applicant(s)/Patent Under Reexamination

Search Notes 16/159,282 Yancopoulos, George D.

ll| il | || “— Art Unit
JON M LOCKARD 4647

Interference Search

US Class/CPC|Ws subclass/CPC Group
Symbol

[[EAST(USPAT),SeeatachedsearchHato._[owasnu20[mm
[Patniinventorsearcn_————S——~«idtras2020id
[Teast(USPAT):SeeatachedsearchHistoryormera020[au
[Trainiinventorsearcn_————=—S——~ioverzu2afm
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Receipt date: 07/16/2020

Application Number 16/159,282

INFORMATION DISCLOSURE artNera Inventor iss
STATEMENT BY APPLICANT

Jon McClelland Lockard

fSheet[tCFT5_|Attorney Docket Number|REGN-008CIPCON4

U.S. PATENT DOCUMENTS
Examiner|Cite Patent Number Issue Date Nameof Patentee or Pages, Columns, Lines, Where

Initial* No YYYY-MM-DD Applicant of Cited Document Relevant Passages or Relevant
Number-Kind Code(if known) Figures Appear

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

Initial” No. YYYY-MM-DD Applicant of Cited Document Relevant Passagesor Relevant
Number-Kind Code (if known) Figures Appear

|1] 2019/0290725 2019-09-26 Vitti et al. PO

FOREIGN PATENT DOCUMENTS

ee Publication Date Nameof Patentee or Pages. Columns,Lines,Foreign Document Number YYYY-MM-DD Applicant of Cited Document Where Relevant Passages
Examiner|Cite counGatenansrtnecae(|Gode-Number-Kind Code(if or Relevant Figures
C No. known} AppearRegeneron|_|Wo2004/106978A2_Pharmaceuticals, Inc.

RegeneronWO 2005/000895 A2|2005-01-05 :oo Pharmaceuticals, Inc.
NON PATENT LITERATURE DOCUMENTS

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

where published.

BENZetal. “CLEAR-IT-2: Interim Results Of The PhaseII, 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

DO etal. “Results of a Phase 1 Study of Intravitreal VEGF Trap in Subjects with Diabetic
Macular Edema: The CLEAR-IT DME Study” ARVO Annual Meeting

DO et al. “VEGF Trap-Eye Vision-specific Quality of Life through 52 Weeksin Patients
with Neovascular AMDin CLEAR-IT 2: A Phase 2 Clinical Trial” ARVO Annual Meeting

HALLERetal., “VEGF Trap-Eye In CRVO:Primary Endpoint Results of the Phase 3
COPERNICUSStudy” ARVO Annual Meeting Abstract (April 2011

HEIERetal., “CLEAR-IT 2: Phase 2, Randomized Controlled Dose andInterval-Ranging
Study of Intravitreal VEFG Trap Eye in Patients with Neovascular Age-Related Macular
Degeneration: Predictive Factors for Visual Acuity” ARVO Annual Meeting Abstract (April

HEIERetal., “The 1-year Results of CLEAR-IT 2, a Phase 2 Study of Vascular
Endothelial Growth Factor Trap-Eye Dosed As-neededAfter 12-week Fixed Dosing”
Ophthalmology 2011 ;118:1098—1106 (June 2011

HEIERetal., “The 1-year Results of CLEAR-IT 2, a Phase 2 Study of Vascular
Endothelial Growth Factor Trap-Eye Dosed As-neededAfter 12-week Fixed Dosing:
Erratum” Ophthalmology 2011;118:1700 (September 2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320775
“Safety and Tolerability of Intravitreal Administration of VEGF Trap in Patients With
Neovascular Age-Related Macular Degeneration” 70 pages, Latest version submitted
June 8, 2011 on ClinicalTrials.gov (NCT00320775 2006-2011

SeeeeeSignature Considered

“EXAMINER: Initial if reference considered, whether ornot 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.
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Receipt date: 07/16/2020

Application Number 16/159,282

Filing Date October 12, 2018
INFORMATION DISCLOSURE First Named Inventor George D. Yancopoulos
STATEMENT BY APPLICANT

Jon McClelland Lockard

[Sheet[2CdFT5__|Attorney Docket Number|REGN-008CIPCON4

NON PATENT LITERATURE DOCUMENTS

agazine,journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher,city and/or
count i

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320775
“Safety and Tolerability of Intravitreal Administration of VEGF Trap in Patients With
Neovascular Age-Related Macular Degeneration” 10 pages, Latest version submitted
March 16, 2015 on ClinicalTrials.gov (NCT00320775 2015

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320788
“Safety and Efficacy of Repeated Intravitreal Administration of Vascular Endothelial
Growth Factor (VEGF) Trap in Patients With Wet Age-Related Macular Degeneration
(AMD)” 71 pages, Latest version submitted December1, 2011 on ClinicalTrials.gov
NCT00320788_2006-201 1

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00320788
“Safety and Efficacy of Repeated Intravitreal Administration of Vascular Endothelial
Growth Factor (VEGF) Trap in Patients With Wet Age-Related Macular Degeneration
(AMD)” 31 pages, Latest version submitted January 27, 2012 on ClinicalTrials.gov
NCT00320788_ 2012

Information from ClinicalTrials.gov archive History of Changes for Study: NCT0032081 4
“Phase 1 Study of VEGF Trap in Patients With Diabetic Macular Edema” 30 pages, Latest
version submitted June 8, 2011 on ClinicalTrials.gov (NCT00320814 2006-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00509795
“Double-Masked Study of Efficacy and Safety of IVT VEGF Trap-Eyein Subjects With
Wet AMD (VIEW 1)” 318 pages, Latest version submitted December1, 2011 on
ClinicalTrials.gov (NCT00509795 2007-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00509795
“Double-Masked Study of Efficacy and Safety of IVT VEGF Trap-Eye in Subjects With
Wet AMD (VIEW 1)” 200 pages, Latest version submitted December20, 2012 on
ClinicalTrials.gov (NCT00509795_2012

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00527423
“Randomized, Single-Masked, Long-Term, Safety and Tolerability Study of VEGF Trap-
Eye in AMD”64 pages, Latest version submitted November1, 2011 on ClinicalTrials.gov
NCT00527423_ 2007-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00527423
“Randomized, Single-Masked, Long-Term, Safety and Tolerability Study of VEGF Trap-
Eye in AMD”42 pages,Latest version submitted June 10, 2013 on ClinicalTrials.gov
NCT00527423 2012-2013

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00637377
“Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and
Safety in Wet Age-Related Macular Degeneration (AMD) (VIEW 2)” 667 pages,Latest
version submitted December 16, 2011 on ClinicalTrials.gov (NCT00637377 2008-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00637377
“Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and
Safety in Wet Age-Related Macular Degeneration (AMD) (VIEW 2)” 289 pages,Latest
version submitted November 28, 2014 on ClinicalTrials.gov (NCT00637377_ 2012-2014

 
Signature Considered

“EXAMINER: Initial if reference considered, whether ornot 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.
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Receipt date: 07/16/2020

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT=erupt> eroopovtog_
Jon McClelland Lockard

[Sheet[fofTS|Attorney Docket Number REGN-008CIPCON4

NON PATENT LITERATURE DOCUMENTS

agazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), publisher, city and/or
count i

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00789477
“DME And VEGF Trap-Eye[Intravitreal Aflibercept Injection (IAl-EYLEA®;BAY86-5321)]
INvestigation of Clinical Impact (DA VINCI)” 135 pages, Latest version submitted May2,
2011 on ClinicalTrials.gov (NCT00789477_ 2008-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00789477
“DME And VEGF Trap-Eye[Intravitreal AfliberceptInjection (IAl;-EYLEA®;BAY86-5321)]
INvestigation of Clinical Impact (DA VINCI)” 53 pages, Latest version submitted August
28, 2014 on ClinicalTrials.gov (NCT00789477_ 2013-2014

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00943072
“Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and
Safety in Central Retinal Vein Occlusion (CRVO)” 98 pages, Latest version submitted May
9, 2011 on ClinicalTrials.gov (NCT00943072 2009-2011

Information from ClinicalTrials.gov archive History of Changes for Study: NCT00943072
“Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and
Safety in Central Retinal Vein Occlusion (CRVO)” 64 pages, Latest version submitted
April 16, 2013 on ClinicalTrials.gov (NCT00943072 2012-2013

MAJORet al., “DA VINCI: DME and VEGF Trap-Eye: Investigation of Clinical Impact:
Phase 2 Study in Patients with Diabetic Macular Edema (DME)” ARVO Annual Meeting
Abstract (April 2010

NGUYENetal., “Randomized, Double-masked, Active-controlled Phase3 Trial of the
Efficacy and Safety of Intravitreal VEGF Trap-Eye in Wet AMD: One-year Results of the
VIEW 1 Study” ARVO Annual Meeting Abstract (April 2011

NGUYENetal., “Results of a Phase I, Dose-Escalation, Safety, Tolerability, and
Bioactivity Study of Intravitreous VEGF Trap in Patients with Neovascular Age-Related
Macular Degeneration” ARVO Annual Meeting Abstract (May 2006a

|__|26_|RegeneronSECForm10-K(February27,2008)
|__|-27_|RegeneronSECForm10-K(February26,2009)

7

Signature Considered

“EXAMINER: Initial if reference considered, whether ornot 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.
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Receipt date: 07/16/2020

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT=arurms> arco
Jon McClelland Lockard

}of|=5_|Attorney Docket Number REGN-008CIPCON4

NON PATENT LITERATURE DOCUMENTS

eeSeeom 8-K Exhibit: “Press Release of Regeneron Pharmaceuticals, Inc.
dated May 1, 2006” (May 2, 2006

Regeneron SEC Form 8-K Exhibit: “Press Release of Regeneron Pharmaceuticals, Inc.
dated May 3, 2006” (May 5, 2006

Regeneron SEC Form 8-K Exhibit: “Slides presented at the Company’s 2006 Annual
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}|5|Regeneron SEC Form 8-K Exhibit: “Press Release dated February 17, 2011” (February18, 2011

Regeneron SEC Form 8-K Exhibit: “Press Release Reporting Positive Results for VEGF
Trap-Eye in Second Phase 3 Study in Central Retinal Vein Occlusion, dated April 27,

|__|57_| Regeneron SEC Form 6-K Exhibit. Press Release dated May 3, 2011."(May3, 2011)||
Regeneron SEC Form 8-K Exhibit: “Press Release, dated June 17, 2011, Announcing that
EYLEA™(aflibercept ophthalmic solution) Received Unanimous Recommendation for
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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”

Regeneron SEC Form 8-K Exhibit: “Press Release Announcing FDA Approvalof
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Regeneron Pharmaceuticals Inc., “CLEAR-IT-2: Interim Results Of The Phase Il,
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
Ophthalmology meeting in Ft. Lauderdale, Florida (May 2007

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 Researchin Vision
and Ophthalmology meeting in Ft. Lauderdale, Florida (May 2007

Regeneron Pharmaceuticals Inc., “Optical Conerence Tomography Outcomesof a Phase
1, Dose-Escalation, Safety, Tolerability, and Bioactivity Study of Intravitreal VEGF Trapin
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., “ 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 Palmer EyeInstitute's Angiogenesis,
Exudation and Degeneration 2011 meeting in Miami, Florida (February 12, 2011

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 Palmer EyeInstitute's Angiogenesis,
Exudation and Degeneration 2011 meeting in Miami, Florida (February 12, 2011

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

Regeneron 2009 Annual Report and 10-K

|__|69_|Regeneron 2010 Annual Report and 10-K

||70 RUDGEetal. “Clinical Development of VEGF Trap”In: Figg W.D., Folkman J. (eds)Angiogenesis (2008

SCHMIDT-ERFURTHetal. “Primary Results of an International PhaseIII Study Using
Intravitreal VEGF Trap-Eye Compared to Ranibizumabin Patients with Wet AMD (VIEW
2)” ARVO Annual Meeting Abstract (April 2011

SLAKTERetal., “Influence of Baseline Angiographic Classification on Outcomesin the
CLEAR-IT 2 Phase 2 Studyof Intravitreal VEGF Trap-Eye in Neovascular Age-Related
Macular Degeneration” ARVO Annual Meeting Abstract (April 2010

SLAKTERet al., “A Phase 2, Randomized, Controlled Dose-and Interval-Ranging Study
of Intravitreal VEGF Trap-Eyein Patients with Neovascular Age-Related Macular
Degeneration: Optical Coherence Tomography (OCT) and Fluorescein Angiography (FA)
Outcomesat 1 Year” ARVO Annual Meeting Apri
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  ronClass - Subclass
Utility under 35 USC 111(a)|1647 134100

Publication Due Total Fee(s) Due Date Due

1.Change of Correspondence Address and/or Indication Of Fee Address (37 CFR 1.33 & 1.363)
Current Correspondence Address:

 
 
 

 

Regular Undiscounted JON LOCKARD

 Issue Fee Due Prev. Paid Fee

  

Current Indicated Fee Address:

96387

Regeneron- Bozicevic, Field & Francis

201 REDWOOD SHORES PARKWAY

SUITE 200

REDWOODCITY CA 94065
UNITED STATES
650 327 3400

Og Changeof correspondenceaddress requested, system oO Fee Address indication requested, system generated SB/47-EFS
generated AIA/122-EFS form attached form attached

 
2.Entity Status

Changein Entity Status

Applicant certifying micro entity status; system generated Micro Entity certification form attached. See 37 CFR 1.29.
Note: Absenta valid certification of microentity status, issue fee paymentin the micro entity amountwill not be accepted at the risk of application abandonment.

O If this box is checked, you will be prompted to choose a micro entity status on the gross income basis (37 CFR 1.29(a)) or the institution of higher education basis
(37 CFR 1.29(d)), and make the applicablecertification online.

O Applicant asserting small entity status. See 37 CFR 1.27.
Note:If the application was previously under micro entity status, checking this box will be taken to be a notification of loss of entitlement to micro entity status.

© Applicant changing to regular undiscountedfee status.
Note: Checking this box will be taken to be a notification of loss of entitlement to small or micro entity status, as applicable.
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
Www uspto.gov

APPLICATION NO. ISSUE DATE PATENT NO. ATTORNEY DOCKET NO. CONFIRMATION NO.

 
 

16/159,282 11/10/2020 10828345 REGN-O08CIPCON4 8618

96387 7590 10/21/2020

Regeneron- Bozicevic, Field & Francis
201 REDWOOD SHORES PARKWAY
SUITE 200

REDWOODCITY, CA 94065

ISSUE NOTIFICATION

The projected patent numberand issue date are specified above.

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(application filed on or after May 29, 2000)

The Patent Term Adjustmentis 0 day(s). Any patent to issue from the above-identified application will include
an indication of the adjustment on the front page.

If a Continued Prosecution Application (CPA) wasfiled in the above-identified application, the filing date that
determines Patent Term Adjustmentis the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information
Retrieval (PAIR) WEBsite (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office
of Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments
should be directed to the Application Assistance Unit (AAU) of the Office of Data Management (ODM)at
(571)-272-4200.

APPLICANT(s) (Please see PAIR WEBsite http://pair.uspto.gov for additional applicants):

REGENERON PHARMACEUTICALS,INC., Tarrytown, NY
George D. Yancopoulos, Yorktown Heights, NY;

The United States represents the largest, most dynamic marketplace in the world andis an unparalleled location
for business investment, innovation, and commercialization of new technologies. The USA offers tremendous
resources and advantages for those who invest and manufacture goods here. Through SelectUSA,our nation
works to encourage andfacilitate business investment. To learn more about why the USA is the best country in
the world to develop technology, manufacture products, and grow your business, visit SelectUSA. gov.
1R103 (Rev. 10/09)
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PTO/SB/44 (09-07)
Approvedfor use through 01/31/2020. OMB 0651-0033

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

(Also Form PTO-1050)

UNITED STATES PATENT AND TRADEMARKOFFICE

CERTIFICATE OF CORRECTION

Page 1 of 1
PATENT NO. : 10,828,345

APPLICATION NO. : 16/159,282

ISSUE DATE : November 10, 2020

INVENTOR(S) : George D. Yancopoulos

It is certified that an error appears or errors appear in the above-identified patent and
that said Letters Patent is hereby corrected as shown below:

At column 15, line 5, please correct the specification from “gained <15 ETDRS"to read --gained 215
ETDRS--.

At column 15, lines 9-10, please correct the specification from “gained <15 ETDRS”to read --gained
215 ETDRS--.

At column 15, line 12, please correct the specification from “gained <15 letters” to read --gained 215
letters--. 

MAILING ADDRESS OF SENDER(Please do not use customer numberbelow):

BOZICEVIC, FIELD & FRANCIS LLP
201 Redwood Shores Pkwy, Suite 200
Redwood City, California 94065

This collection of information is required by 37 CFR 1.322, 1.323, and 1.324. The information is required to obtain or retain a benefit by the public which
is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to
take 1.0 hour to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Timewill vary depending upon
the individual case. Any comments on the amountof time you require to completethis form and/or suggestions for reducing this burden, should be sent
to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO
NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO:Attention Certificate of Corrections Branch, Commissioner for
Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing this form, call 1-800-PTO-9199 and select option 2.
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First Named Inventor/Applicant Name: George D. Yancopoulos

Karl Bozicevic/Kimberly Zuehlke

Filer Authorized By: Karl Bozicevic

Receipt Date: 04-MAR-2022
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virgima 22313-1450
WWW. USpto.gov 
 APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEYDOCKET NO. CONFIRMATION NO.

 

16/159,282 10/12/2018 George D. Yancopoulos REGN-008CIPCON4 8618

Regeneron- Bozicevic, Field & Francis
201 REDWOOD SHORES PARKWAY LOCKARD, JON MCCLELLAND
SUITE 200
REDWOODCITY, CA 94065

1647

03/22/2022 ELECTRONIC

Please find below and/or attached an Office communication concerning this application or proceeding.

The time 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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UNITED STATES PATENT AND TRADEMARKOFFICE

Commissionerfor Patents
United States Patent and Trademark Office

P.O. Box 1450
Alexandria, VA 22313-1450

www.uspto.gov

 
Patent No.: 10828345

Issue Date: 11/10/2020

Appl. No.:—16/159,282
Filed: 10/12/2018

PART (A) RESPONSE FOR CERTIFICATES OF CORRECTI

This is a decision on the Certificate of Correction request filed04March2022.

The request for issuance ofCertificate of Correction for the above-identified correction(s) under the
provisions of 37 CFR 1.322 and/or 1.323 is hereby:

(Check one)

¥) Approved ( Approvedin Part C} Denied

Comments:

PART(B)PETITIONUNDER37CFR1.324OR37CFR1.48

C This is a decision on the petition filed to correct inventorship under 37 CFR 1.324.

C) This is a decision on the request under 37 CFR 1.48,petitionfiled . In view ofthe fact
that the patent has already issued, the request under 37 CFR 1.48 has beentreated asapetition to
correct inventorship under 37 CFR 1.324.

 

The petition is hereby: O Granted OC) Dismissed

Comment:

The patented filed is being forwarded to Certificate of Corrections Branch for issuance ofa certificate
naming only the actual inventor orinventors.

/JOANNE HAMA/

Supervisory Patent Examiner, Art Unit 1647
Technology Center 1600
Phone: (571)272-2911

Certificates of Correction Branch email; CustomerServiceCoC @uspto.gov CoC Central Phone Number: (703) 756-1814
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