United States, Texas
Abilene, Texas, United States, 79606
Arlington, Texas, United States, 76012
Austin, Texas, United States, 78705
Houston, Texas, United States, 77030
McAllen, Texas, United States, 78503
San Antonio, Texas, United States, 78215
San Antonio, Texas, United States, 78240
United States, Utah
Salt Lake City, Utah, United States, 84107
Austria
Wien, Austria, 1090
Canada, British Columbia
Vancouver, British Columbia, Canada, V5Z 3N9
Victoria, British Columbia, Canada, V8V 4X3
Canada, Ontario
London, Ontario, Canada, N6A 4G5
Mississauga, Ontario, Canada, L4W 1W9

~IPDSharing

Plan to Share IPD:

- References
| Citations:
Links:

Available IPD/Information:

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2812

Samsung Bioepis Exhibit 1017, pg. 2812



Sopoliun do accass tha ronlioly Serolt o e Study lon

U5, Nafional Libeasy of Medicine | U5, National Instiintes of Health | U3, Repartment of Heallh & Human Senvices

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2813

Samsung Bioepis Exhibit 1017, pg. 2813



UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 $ @ il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCTO0789477
Submitted Date: July 14, 2009 (v11)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
; Record Verification: July 2009
QOverall Status: Active, not recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that July 14, 2009
Met QC Criteria:

Last Update Posted: July 15, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study

results
Contacts/Locations
| Study Officials: Robert L Vitti, MD
Study Director

Regeneron Phamaceuticals
Locations: United States, California
Artesia, California, United States, 90701
Beverly Hills, California, United States, 90211
Mountain View, Califomia, United States, 94040
Pasadena, California, United States, 91105
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Sacramento, Califomia, United States, 95619

Santa Ana, California, United States, 92705
United States, Connecticut

Hamden, Connecticut, United States, 06518

New London. Connacticut, United States, 06320
United States, Florida

Boynton Beach, Florida, United States, 33426

Fort Lauderdale, Florida, United States, 33334

Fort Myers, Florida, United States, 33912

Ocala, Florida, United States, 34474

Paim Beach Gardens, Florida, United States, 33410

Winter Haven, Florida, United States, 33880
United States, Georgia

Augusta, Georgia, United States, 30909
United States, Hawaii

Honolulu, Hawail, United States, 96815
United States, Indiana

Indianapolis, Indiana, United States, 46260
United States, Maine

Banger, Maine, United States, 04401
United States, Maryland

Baitimore, Maryland, United States, 21287
United States, Massachusetts

Boston, Massachusetts, United States, 02114
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United States, Michigan

Jackson, Michigan, United States, 48104
United States, Missour

Kansas City, Missouri, United States, 64108
United States, Nebraska

Lincolr, Nebraska, United States, 68506
United States, New Jersey

New Brunswick, New Jersey, United States, 08901

Northfield, New Jersey, United States, 08225

Toms River, New Jersey, United States, 08753
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Charlotte, North Caroling, United States, 26210

Raleigh, North Caroling, United States, 27607
United States, Chio

Cincinnati, Ohio, United States, 45243
United States, Pennsylvania

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carclina

Greenville, South Caroling, United States, 29605

West Columbia, South Caroling, United States, 23169
United States, Tennessee

Nashville, Tennessee, United States, 37203
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United States, Texas
Abilene, Texas, United States, 79606
Arlington, Texas, United States, 76012
Austin, Texas, United States, 78705
Houston, Texas, United States, 77030
McAllen, Texas, United States, 78503
San Antonio, Texas, United States, 78215
San Antonio, Texas, United States, 78240
United States, Utah
Salt Lake City, Utah, United States, 84107
Austria
Wien, Austria, 1090
Canada, British Columbia
Vancouver, British Columbia, Canada, V5Z 3N9
Victoria, British Columbia, Canada, V8V 4X3
Canada, Ontario
London, Ontario, Canada, N6A 4G5
Mississauga, Ontario, Canada, L4W 1W9

~IPDSharing

Plan to Share IPD:

- References
| Citations:
Links:

Available IPD/Information:
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status

10 & & Jdune 18 2308 Contacts/Locations and Study Status

1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 O Noember 182310 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: June 18, 2009 (v10)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
| Record Verification: June 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that June 18, 2009
Met QC Criteria:

Last Update Posted: June 19, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Artesia, California, United States, 90701
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[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recruiting]
Pasadena, California, United States, 91105

[Recruiting]
Sacramento, Califoria, United States, 95619

[Recruiting]
Santa Ana, California, United States, 92705

United States, Connecticut

[Recruiting]
Hamden, Connecticut, United States, 06518

[Recruiting]
New London, Connecticut, United States, 06320

United States, Florida
[Recruiting]

Boynton Beach, Florida, United States, 33426
[Recruiting]

Fort Lauderdale, Florida, United States, 33334

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Ocala, Florida, United States, 34474

[Recruiting]
Paim Beach Gardens, Florida, United States, 33410

[Recruiting]
Winter Haven, Florida, United States, 33880
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United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Hawail

[Terminated)
Honolulu, Hawail, United States, 96815

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46280

United States, Maine

[Recruiting]
Bangor, Maine, United States, 04401

United States, Maryland

[Recruiting]
Baltimore, Maryland, United States, 21287

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Jacksen, Michigan, United States, 48104

United States, Missouri

[Recruiting]
Kansas City, Missouri, United States, 64108

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68508
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United States, New Jersey

[Recruiting]
New Brunswick, New Jersey, United States, 08901

{Recruiting]
Northfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jersay, United States, 08753

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolina, United States, 28210

[Recruiting]
Raleigh, North Carolina, United States, 27607

United States, Ohio

[Recruiting]
Cincinnati, Ohio, United States, 45243

United States, Pennsylvania

[Recruiting]
Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

[Terminated]
Greenville, South Caroling, United States, 29605

[Recruiting]
West Columbia, South Caroling, United States, 23169

United States, Tennessee
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[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

{Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Arlington, Texas, United States, 76012

[Recruiting]
Austin, Texas, United States, 78705

[Recruiting]
Houston, Texas, United States, 77030

[Recruiting]
McAllen, Texas, United States, 78503

[Recruiting]
San Antonio, Texas, United States, 78215

[Recruiting]
San Antonio, Texas, United States, 76240

United States, Utah

[Recruiting]
Sait Lake City, Utah, United States, 84107

Austria

[Recruiting]
Wien, Austria, 1090

Canada, British Columbia

[Recruiting]
Vancouver, British Columbia, Canada, V52 3NS

[Recruiting]
Victoria, British Colurbia, Canada, VY 4X3
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Canada, Ontario

[Recruiting]
London, Ontario, Canada, N6A 4G5

[Recruiting]
| Mississauga, Ontario, Canada, LAW 1W9
~IPDSharing
| Plan to Share IPD:
- References
| Citations:

Links:

Available IPD/Information:
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 & @ Jdine 2 200%  Contacts/Locations and Study Status
10 O 0O Jdune 18 2308 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 O Noember 182310 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 U U Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: June 2, 2009 (v9)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
| Record Verification: June 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that June 2, 2009
Met QC Criteria:

Last Update Posted: June 4, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Artesia, California, United States, 90701
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[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recruiting]
Pasadena, California, United States, 91105

[Recruiting]
Sacramento, Califoria, United States, 95619

[Recruiting]
Santa Ana, California, United States, 92705

United States, Connecticut

[Recruiting]
Hamden, Connecticut, United States, 06518

[Recruiting]
New London, Connecticut, United States, 06320

United States, Florida
[Recruiting]

Boynton Beach, Florida, United States, 33426
[Recruiting]

Fort Lauderdale, Florida, United States, 33334

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Ocala, Florida, United States, 34474

[Recruiting]
Paim Beach Gardens, Florida, United States, 33410

[Recruiting]
Winter Haven, Florida, United States, 33880
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United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Hawail

[Recruiting]
Honolulu, Hawail, United States, 96815

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46280

United States, Maine

[Recruiting]
Bangor, Maine, United States, 04401

United States, Maryland

[Recruiting]
Baltimore, Maryland, United States, 21287

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Jacksen, Michigan, United States, 48104

United States, Missouri

[Recruiting]
Kansas City, Missouri, United States, 64108

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68508
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United States, New Jersey

[Recruiting]
New Brunswick, New Jersey, United States, 08901

{Recruiting]
Northfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jersay, United States, 08753

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolina, United States, 28210

[Recruiting]
Raleigh, North Caroling, United States, 27607

United States, Ohio

[Recruiting]
Cincinnati, Ohio, United States, 45243

United States, Pennsylvania

[Recruiting]
Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

[Recruiting]
Greenville, South Caroling, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 23169

United States, Tennessee
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[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

{Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Arlington, Texas, United States, 76012

[Recruiting]
Austin, Texas, United States, 78705

[Recruiting]
Houston, Texas, United States, 77030

[Recruiting]
McAllen, Texas, United States, 78503

[Recruiting]
San Antonio, Texas, United States, 78215

[Recruiting]
San Antonio, Texas, United States, 76240

United States, Utah

[Recruiting]
Sait Lake City, Utah, United States, 84107

Canada, British Columbia

[Recruiting]
Vancouver, British Columbia, Canada, V57 3N9

[Recruiting]
Victoria, British Columbia, Canada, V8V 4X3

Canada, Onfario

[Recruiting]
London, Ontario, Canada, NGA 4G5
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[Recruiting]
Mississauga, Ontario, Canada, L4W 1W9

~IPDSharing

| Plan to Share IPD:

- References

| Citations:
Links:

Available IPD/Information:

ool o acoess e coplio Serolt fo e Study lon

1.9, National Library of Medleine | U5, National Insiiutes of Health | 4.5, Depattinent of Health & Human Senvines
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 & & May 37,2008 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

5 O O Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

w O C May 2 2011 Study Status, Arms and Inferventions

5 U U Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCTO0789477
Submitted Date: May 27, 2009 v8)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
5 Record Vefcaon: My 200
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that May 27, 2009
Met QC Criteria:

Last Update Posted: May 28, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Artesia, California, United States, 90701
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[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recruiting]
Pasadena, California, United States, 91105

[Recruiting]
Sacramento, Califoria, United States, 95619

[Recruiting]
Santa Ana, California, United States, 92705

United States, Connecticut

[Recruiting]
Hamden, Connecticut, United States, 06518

[Recruiting]
New London, Connecticut, United States, 06320

United States, Florida
[Recruiting]

Boynton Beach, Florida, United States, 33426
[Recruiting]

Fort Lauderdale, Florida, United States, 33334

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Ocala, Florida, United States, 34474

[Recruiting]
Paim Beach Gardens, Florida, United States, 33410

[Recruiting]
Winter Haven, Florida, United States, 33880
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United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Hawail

[Recruiting]
Honolulu, Hawail, United States, 96815

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46280

United States, Maine

[Recruiting]
Bangor, Maine, United States, 04401

United States, Maryland

[Recruiting]
Baltimore, Maryland, United States, 21287

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Jacksen, Michigan, United States, 48104

United States, Missouri

[Recruiting]
Kansas City, Missouri, United States, 64108

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68508
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United States, New Jersey

[Recruiting]
New Brunswick, New Jersey, United States, 08901

{Recruiting]
Northfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jersay, United States, 08753

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolina, United States, 28210

[Recruiting]
Raleigh, North Caroling, United States, 27607

United States, Ohio

[Recruiting]
Cincinnati, Ohio, United States, 45243

United States, Pennsylvania

[Recruiting]
Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

[Recruiting]
Greenville, South Caroling, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 23169

United States, Tennessee
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[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

{Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Arlington, Texas, United States, 76012

[Recruiting]
Austin, Texas, United States, 78705

[Recruiting]
Houston, Texas, United States, 77030

[Recruiting]
McAllen, Texas, United States, 78503

[Recruiting]
San Antonio, Texas, United States, 78215

[Recruiting]
San Antonio, Texas, United States, 76240

United States, Utah

[Recruiting]
Sait Lake City, Utah, United States, 84107

Canada, British Columbia

[Recruiting]
Victoria, British Columbia, Canada, V8V 4X3

Canada, Ontario

[Recruiting]
London, Ontario, Canada, NEA 4G5

[Recruiting]
Mississuaga, Ontario, Canada, LAW W09
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- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Soioliup do aoness the oontrals Serof to the Sludy g

.S, Naflonad Libvary of Madicine | U5, National Institutes of Health | U5, Bepartnent of Health & Human Senvces
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 a0 Maroh 12, 2808 Study Status and Confacts/Locations

7 & @ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status

1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 O Noember 182310 Study Status

35 O QO Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

w O O Merd 2041 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCTO0789477
Submitted Date: April 24, 2009 (v7)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
; Record Verification: April 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that April 24, 2009
Met QC Criteria:

Last Update Posted: April 27, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Artesia, California, United States, 90701
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[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recruiting]
Pasadena, California, United States, 91105

[Recruiting]
Sacramento, Califoria, United States, 95619

[Recruiting]
Santa Ana, California, United States, 92705

United States, Connecticut

[Recruiting]
Hamden, Connecticut, United States, 06518

[Recruiting]
New London, Connecticut, United States, 06320

United States, Florida
[Recruiting]

Boynton Beach, Florida, United States, 33426
[Recruiting]

Fort Lauderdale, Florida, United States, 33334

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Ocala, Florida, United States, 34474

[Recruiting]
Paim Beach Gardens, Florida, United States, 33410

[Recruiting]
Winter Haven, Florida, United States, 33880
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United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Hawail

[Recruiting]
Honolulu, Hawail, United States, 96815

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46280

United States, Maine

[Recruiting]
Bangor, Maine, United States, 04401

United States, Maryland

[Recruiting]
Baltimore, Maryland, United States, 21287

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Jacksen, Michigan, United States, 48104

United States, Missouri

[Recruiting]
Kansas City, Missouri, United States, 64108

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68508
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United States, New Jersey

[Recruiting]
New Brunswick, New Jersey, United States, 08901

{Recruiting]
Northfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jersay, United States, 08753

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolina, United States, 28210

[Recruiting]
Raleigh, North Caroling, United States, 27607

United States, Ohio

[Recruiting]
Cincinnati, Ohio, United States, 45243

United States, Pennsylvania

[Recruiting]
Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

[Recruiting]
Greenville, South Caroling, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 23169

United States, Tennessee
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[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Arlington, Texas, United States, 76012

[Recruiting]
Austin, Texas, United States, 78705

[Recruiting]
Houston, Texas, United States, 77030

[Recruiting]
McAllen, Texas, United States, 78503

[Recruiting]
San Antonio, Texas, United States, 78215

[Recruiting]
San Antonio, Texas, United States, 78240

United States, Utah

[Recruiting]
Salt Lake City, Utah, United States, 84107

IPDSharing
: Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:
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U5, Nafional Libeasy of Medicine | U5, National Instiintes of Health | U3, Repartment of Heallh & Human Senvices
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 @ @ Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

5 O ¢ January 24, 201 Recruitment Status, Study Status and Study Design

w O O May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: March 12, 2009 (v6)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
| Record Verification: March 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that March 12, 2009
Met QC Criteria:

Last Update Posted: March 16, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Artesia, California, United States, 90701
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[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recruiting]
Pasadena, California, United States, 91105

[Recruiting]
Sacremento, Califoria, United States, 95619

United States, Connecticut

[Recruiting]
Hamden, Connacticut, United States, 06518

[Recruiting]
New London. Connacticut, United States, 06320

United States, Florida

[Recruiting]
Boynton Beach, Florida, United States, 33426

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
QOcala, Florida, United States, 34474

[Recruiting]
Paim Beach Gardens, Florida, United States, 33410

[Recruiting]
Winter Haven, Florida, United States, 33880

United States, Hawail

[Recruiting]
Honolufu, Hawaii, United States, 96815

United States, Indiana
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[Recruiting]
Indianapolis, Indiana, United States, 46260

United States, Maine

[Recruiting]
Bangor, Maine, United States, 04401

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Jackson, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68508

United States, New Jersey

[Recruiting]
Northfield, New Jersey, United States, 08225

{Recruiting]
Toms River, New Jersey, United States, 08753

United States, New York

[Recruiting]
Rochester. New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolin, United States, 28210

[Recruiting]
Raleigh, North Carofing, United States, 27607
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United States, Pennsylvania

[Recruiting]
Pittsburgh, Pennsylvania, United States, 15213

United States, South Carolina

[Recruiting]
Greenville, South Carolina, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 29169

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Austin, Texas, United States, 78705

[Recruiting]
Houston, Texas, United States, 77030

[Recruiting]
McAllen, Texas, United States, 78503

[Recruiting]
San Antonio, Texas, United States, 78215

[Recruiting]
San Antonio, Texas, United States, 76240

United States, Utah

[Recruiting]
Salt Lake City, Utah, United States, 84107

- IPDSharing
: Plan to Share IPD:

~References
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Citations:
Links:

Available IPD/Information:
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

5 ® @ Febeuary 12,2909 Study Identification, ContactsiLocations and Study Status

P

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 O Novemberi8.2010 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: February 13, 2009 (v5)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
; Record Verification: February 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that February 13, 2009
Met QC Criteria:

Last Update Posted: February 17, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2880

Samsung Bioepis Exhibit 1017, pg. 2880



Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Artesia, California, United States, 90701
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[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recruiting]
Pasadena, California, United States, 91105

United States, Florida

[Recruiting]
Boynton Beach, Florida, United States, 33426

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Winter Haven, Florida, United States, 33880

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46260

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 62114

United States, Michigan

[Recruiting]
Jackson, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506

United States, New Jersey

[Recruiting]
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Norihfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jersey, United States, 08753

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Caroling, United States, 28210

United States, Pennsylvania

[Recruiting]
Pittshurgh, Pennsyivania, United States, 15213

United States, South Carolina

[Recruiting]
Greenville, South Carolina, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 29169

United States, Texas

[Recruiting]

Abilene, Texas, United States, 79606
[Recruiting]

Austin, Texas, United States, 78705
[Recruiting]

Houston, Texas, United States, 77030

{Recruiting]
San Antonio, Texas, United States, 78240

United States, Utah
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[Recruiting]
Salt Lake City, Utah, United States, 84107

- IPDSharing

| Plan to Share IPD:

- References

| Citations:
Links:

Available IPD/Information:

Soroltun to aguess the contrels Soroft fo the Study ton
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5, Notional Library of Mesicing

s.gov archive

History of Changes for Study: NCT0078%477

Double-Masked Study of Safety and Efficacy of VEGF Trap-Eye in Subjects With DME (VEGF)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only
applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.
» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

o Study acditions are displayed m

+ Study Record Versions

Version: A | B | Submitted Date Changes

1 WA Novamber 72008 None (earliest Version on record)

L Dacember & 2008 Recruitment Status, Arms and Interventions, ContactsiLocations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification

3 O 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o0 O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 O Noember 182310 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: February 11, 2009 (v4)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: Double-Masked Study of Safety and Efficacy of VEGF Trap-Eye in Subjects With DME (VEGF)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
; Record Verification: February 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that February 11, 2009
Met QC Criteria:

Last Update Posted: February 13, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Beverly Hills, California, United States, 90211
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[Recruiting]
Mountain View, Califomia, United States, 84040

[Recruiting]
Pasadena, California, United States, 91105

United States, Florida

[Recruiting]
Boynton Beach, Florida, Urited States, 33426

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Winter Haven, Florida, United States, 33880

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46260

United States, Massachusetts

{Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

{Recruiting]
Jackson, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoin, Nebraska, United States, 68506

United States, New Jersey

[Recruiting]
Northfield, New Jersey, United States, (08225

[Recruiting]
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Toms River, New Jersey, United States, 08753
United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolina, United States, 28210

United States, Pennsylvania

[Recruiting]
Pittsburgh, Pennsylvania, United States, 15213

United States, South Carolina

[Recruiting]
Greenville, South Carolina, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 29169

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Houston, Texas, United States, 77030

United States, Utah

[Recruiting]
Salt Lake City, Utah, United States, 84107

- IPDSharing
| Plan to Share IPD:

- References

Citations:
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Links:

Available IPD/Information:

Sorolt up do acness the oontrols Sorofi i the Sludy ton
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5, Notional Library of Mesicing

s.gov archive

History of Changes for Study: NCT0078%477

DME And VEGF Trap-Eye: Investigation of Clinical Impact (DAVINCI) (VEGF)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only
applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.
» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

o Study acditions are displayed m

+ Study Record Versions

Version: A | B | Submitted Date Changes

1 WA Novamber 72008 None (earliest Version on record)

2 O 0 Decrer £ 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 & @ February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: February 5, 2009 (v3)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: Investigation of Clinical Impact (DAVINCI) (VEGF)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
; Record Verification: February 2009
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that February 5, 2009
Met QC Criteria:

Last Update Posted: February 9, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Beverly Hills, California, United States, 90211
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[Recruiting]
Mountain View, Califomia, United States, 84040

[Recruiting]
Pasadena, California, United States, 91105

United States, Florida

[Recruiting]
Boynton Beach, Florida, United States, 33426

[Recruiting]
Winter Haven, Florida, United States, 33680

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46260

United States, Massachusefts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Jackson, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506

United States, New Jersey

[Recruiting]
Northfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jerssy, United States, 08753

United States, New York
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[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Charlotte, North Carolina, United States, 28210

United States, South Carolina

[Recruiting]
Greenville, South Caroling, United States, 29605

[Recruiting]
West Columbia, South Carolina, United States, 29169

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Houston, Texas, United States, 77030

United States, Utah

[Recruiting]
Salt Lake City, Utah, United States, 84107

IPDSharing
| Plan to Share IPD:

~References
| Citations:

Links:

Available IPD/Information:

Seroliun o acoass e conlols Scroll fa ihe Study fop

U5, Natlona! Library of Merdiine | 4.3, National Insfitutes of Health | U.S. Department of Health & Human Saivices
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5, Notional Library of Mesicing

s.gov archive

History of Changes for Study: NCT0078%477

Double-Masked Study of Safety and Efficacy of VEGF Trap-Eye in Subjects With DME (VEGF)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only
applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.
» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

o Study acditions are displayed m

+ Study Record Versions

Version: A | B | Submitted Date Changes

1 WA Novamber 72008 None (earliest Version on record)

o
&
[ ]

Dacember & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification

3 O 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: December 5, 2008 (v2)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: Double-Masked Study of Safety and Efficacy of VEGF Trap-Eye in Subjects With DME (VEGF)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
| Record Verification: December 2008
Overall Status: Recruiting
Study Start: December 2008
Primary Completion: February 2010 [Anticipated]
Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that December 5, 2008
Met QC Criteria:

Last Update Posted: December 9, 2008 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons

Experimental: 1 Biological: VEGF Trap-Eye

Dose 1 Intravitreal injection, repeating dose
Experimental 2 Biological: VEGF Trap-Eye

Dose 2 Intravitreal injection, repeating dose
Experimental: 3 Biological: VEGF Trap-Eye

Dose 3 Intravitreal injection, repeating dose
Experimental. 4 Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: Non-drug intervention

Non-drug comparator laser every 16 weeks as needed

Other Names:
+ laser photocoagulation

- Qutcome Measures

Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

+ Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes melitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound interpretation of study
results

Contacts/Locations

Central Contact: Maria Thurman
Telephone: 919-294-5075
Email: maria thuman@parexel.com

Study Officials: Robert L Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Indiana

[Active, not recruiting]
Indianapolis, Indiana, United States, 46260
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United States, Massachusetts

[Active, not recruting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Active, not recruiting)
Ann Arbor, Michigan, United States, 48104

United States, Nebraska

Eye Surgical Associates
[Recruiting]
Lincoln, Nebraska, United States, 68506

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Sl up do apneas the eolrols Sl i the Sludy fop

.S, Nafloral Libiary of Medicine | U3, Mationg! Insiftites of Health | U5, Depariient of Heslth & Human Senvices

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2911

Samsung Bioepis Exhibit 1017, pg. 2911



5, Notional Library of Mesicing

s.gov archive

History of Changes for Study: NCT0078%477

Double-Masked Study of Safety and Efficacy of VEGF Trap-Eye in Subjects With DME (VEGF)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only
applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.
» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

o Study acditions are displayed m

+ Study Record Versions
‘ Version: A | B | Submitted Date Changes
1 & @ Novesber 7 2008 None (earliest Version on record)
2 O 0O Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,

Cversight, Eligibility and Study Identification

3 O 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: November 7, 2008 (v1)

Study Identification
| Unique Protocol ID; VGFT-OD-0706.01

Brief Title: Double-Masked Study of Safety and Efficacy of VEGF Trap-Eye in Subjects With DME (VEGF)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
| Record Verification: November 2008
Overall Status. Not yet recruiting
Study Start: December 2008

Primary Completion: February 2010 [Anticipated]

Study Completion: February 2011 [Anticipated]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Last Update Submitted that November 7, 2008
Met QC Criteria:

Last Update Posted: November 11, 2008 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
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Responsible Party:

Collaborators: Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring:

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabstic Macular Edema

Keywords:

~Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Ams: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 200 [Anticipated]

Arms and Interventions
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Arms Asslgned Interventlons
Experimental: 1 Biological: VEGF Trap-Eye
Dose 1
Experimental 2 Biological: VEGF Trap-Eye
Dose 2
Experimental: 3 Biological: VEGF Trap-Eye
Dose 3
Experimental. 4 Biological: VEGF Trap-Eye
Dose 4
5 Non-drug intervention
Non-drug comparator
Outcome Measures
| Primary Outcome Measures.

1. Change in best corrected visual acuity
Secondary Outcome Measures:

2. Change from baseline in foveal thickness

- Eligibility
| Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:

o Patients with clinically significant DME with central involvement
+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
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o ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye
Exclusion Criteria:

+ History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogeninc drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes mellitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

+ Qcular disorders in the study eye, other than DME, that may confound interpretation of study

results
- Contacts/Locations
Study Officials: Robert L Vitt, MD
Study Director

Regeneron Phamaceuticals
Locations: United States, Nebraska

Lincoln, Nebraska, United States, 68506

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:
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U5, Nafional Libeasy of Medicine | U5, National Instiintes of Health | U3, Repartment of Heallh & Human Senvices

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2918

Samsung Bioepis Exhibit 1017, pg. 2918



UL, Notionad Libeary of NMedicing

als.gov archive

History of Changes for Study: NCT0078%477

DME And VEGF Trap-Eye [Intravitreal Aflibercept Injection (IALEYLEA®;BAY86-5321)] INvestigation of Clinical
Impact (DA VINCI)

Latest version (submitied Aumusl 28 20448 on Clinical Trak.gov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to do the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruitment status changed.

o Sludy edits or deletions are displayed in sed.

- Study Record Versions

Version: A | B | Submitted Date Changes

1 O 0 wenber 7, 2008 None (earliest Version on record)

2 b‘ A4 December 5 2008 Recruitment Status, Arms and Interventions, ContactsiLocations, Study Status, Outcome Measures,
Oversight, Eligibility and Study Identification
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Version: A { B | SubmittedDate Changes

>
P
Fo
o

February &, 2008 Contacts/Locations, Study Status and Study Identfication

4 o 0 February 11,2008 Contacts/Locations, Study Status and Study Identffication

5 O 0 Febeni 2208 Sludy Identification, Contacts/Locations and Study Status

6 ¢ ¢ March 12,2006 Study Status and Contacts/Locations
7 O U Apdl 4, 2008 Contacts/Locations and Study Status
8 0 O May 27 200% Study Status and Contacts/Locations
9 O 0 June 7 2008 Contacts/Locations and Study Status
0 O 0 jmeie.2008 ComactsiLocations and Study Status
1 o 0 Julv 44, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 0 November 182010 Study Status

5 O O January 24, 2041 Recruitment Status, Study Status and Study Design

w O G May 2 2011 Study Status, Arms and Interventions

5 O O Seplember 27, 2013 Sponsor/Collaborators and Study Status

o O O Asgust 43, 2014 Sludy Status

st 28, 2814 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

Identification
. ® Merged
Comparison Format ,
L Side-y-Side
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Sornfl up 10 access the contis

Study NCTO0789477
Submitted Date: August 28, 2014 (v17)

Study Identification
| Unigue Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye [Intravitreal Aflibercept Injection (IAI,EYLEA®; BAY86-5321)] INvestigation of
Clinical Impact (DA VINCI) :

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema
(DME)

Secondary IDs:

- Study Status
| Record Verification: August 2014
Overall Status; Completed
Study Start: December 2008
Primary Completion: December 2009 [Actual]
Study Completion: September 2010 [Actual]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Results First Submitted: August 28, 2014

Results First Submitted that August 28, 2014
Met QC Criteria:
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Results First Posted: September 9, 2014 [Estimate]

Certification/Extension April 19, 2011
First Submitted:

Certification/Extension May 2, 2011
First Submitted that
Met QC Criteria:

Certification/Extension May 5, 2011 [Estimate]
First Posted:

Last Update Submitted that August 28, 2014
Met QC Criteria:

Last Update Posted: September 9, 2014 [Estimate]

SponsoriCollaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party: Sponsor

Collaborators. Bayer

~Qversight
| U.S. FDA-requlated Drug:
U.S. FDA-egulated Device:

Data Monitoring: No

- Study Description

Brief Summary: This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of Intravitreal
Aflibercept Injection (IAI:EYLEA®: BAY86-5321) in subjects with diabetic macular edema (DME).
Approximately 200 subjects will be randomized in the US, Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

~Conditions
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Conditions; Diabetic Macular Edema

Keywords:

- Study Design
| Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 2
Interventional Study Model: Parallel Assignment
Number of Arms: 5
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 221 [Actual]

- Arms and Interventions

Arms Assigned Interventions
Experimental: Intravitreal Aflibercent Injection .5Q4 Drug: Intravitreal Aflibercept Injection
Intravitreal Aflibercept Injection (IAI:EYLEA®,BAY86-5321) .5 Other Names:
mg every 4 weeks
o |Al: EYLEA®; BAY86-5321; VEGF Trap-Eye
Experimental: Intravitreal Aflibercept Injection 2Q4 Drug: Intravitreal Aflibercept Injection
Intravitreal Aflibercept Injection (IAI:EYLEA®:BAY86-5321) 2 Other Names:
mg every 4 weeks
o |Al; EYLEA®; BAY86-5321; VEGF Trap-Eye
Experimental: Intravitreal Aflibercept Injection 2Q8 Drug: Intravitreal Aflibercept Injection

Intravitreal Aflibercept Injection (IAI:EYLEA®:BAY86-5321)
2mg every 4 weeks for 3 visits followed by every 8 weeks

Other Names:
o |Al: EYLEA®; BAY86-5321: VEGF Trap-Eye
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Arms Assigned Interventions

Experimental: Intravitreal Aflibercept Injection 2PRN Drug: Intravitreal Aflibercept Injection
Intravitreal Aflibercept Injection (IAI:EYLEA®;BAY86-5321)
2mg every 4 weeks for 3 visits followed by PRN (as-needed)
dosing according to the re-treatment criteria

Other Names:
o |Al: EYLEA®; BAY86-5321: VEGF Trap-Eye

Active Comparator; Laser Photocoagulation Procedure; Laser Photocoagulation
Focal laser at week 1, and one week after visits at which the laser every 16 weeks as needed
participant met laser re-treatment criteria to the end of the
study (week 52) starting at week 16; laser re- reatment was
pemitted no more than once every 16 weeks,

Other Names:

» macular laser therapy

- Outcome Measures

[See Results Section.

- Eligibility
| Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
+ Patients with clinically significant DME with central involvement

+ Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
o ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

o History of vitreoretinal surgery in the study eye
+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening
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+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous treatment with anti-angiogenic drugs in either eye (pegaptanib sodium, anecortave
acetate, bevacizuman, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes mellitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

» Qcular disorders in the study eye, other than DME, that may confound intempretation of study
results

Contacts/Locations

Study Officials: Clinical Trial Management
Study Director
Regeneron Pharmaceuticals

Locations: United States, California
Artesia, California, United States, 90701
Beverly Hills, California, United States, 90211
Mountain View, Califomia, United States, 94040
Pasadena, California, United States, 91105
Sacramento, California, United States, 95819
Santa Ana, California, United States, 92705
United States, Connecticut
Hamden, Connecticut, United States, 06518
New London, Connecticut, United States, 06320
United States, Florida
Boynton Beach, Florida, United States, 33426
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33912
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QOcala, Florida, United States, 34474

Paim Beach Gardens, Florida, United States, 33410

Winter Haven, Florida, United States, 33880
United States, Georgia

Augusta, Georgia, United States, 30909
United States, Hawaii

Honolulu, Hawaii, United States, 96815
United States, Indiana

Indianapolis, Indiana, United States, 46280
United States, Maine

Bangor, Maine, United States, 04401
United States, Maryland

Baitimore, Maryland, United States, 21287
United States, Massachusetts

Boston, Massachusetts, United States, 02114
United States, Michigan

Jackson, Michigan, United States, 48104
United States, Missouri

Kansas City, Missouri, United States, 64108
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, New Jersey

New Brunswick, New Jersey, United States, 08901

Northfield, New Jersey, United States, (8225
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Toms River, New Jersey, United States, 08753
United States, New York

Rochester. New York, United States, 14620
United States, North Carolina

Charlotte, North Carolina, United States, 26210

Raleigh, North Carolina, United States, 27607
United States, Ohio

Cincinnati, Ohio, United States, 45243
United States, Pennsylvania

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

Greenville, South Caroling, United States, 29605

West Columbia, South Carolina, United States, 23169
United States, Tennessee

Nashville, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Arlington, Texas, United States, 76012

Austin, Texas, United States, 78705

Houston, Texas, United States, 77030

McAllen, Texas, United States, 78503

San Antonio, Texas, United States, 76215

San Antonio, Texas, United States, 76240
United States, Utah
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Salt Lake City, Utah, United States, 84107
Austria

Wien, Austria, 1090
Canada, British Columbia

Vancouver, British Columbia, Canada, V5Z 3NS

Victoria, British Columbia, Canada, V8V 4X3
Canada, Onfario

London, Cntario, Canada, NEA 4G5

Mississauga, Ontario, Canada, LAW 19

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Study Results
- Participant Flow
| Recruitment Details Atotal of 221 participants were randomized at 39 sites in the US, Canada, and Austria. After the
1 year treatment period, participants were to be followed for safety in a 6 mo. follow-Up phase.
The fast visit for this study occurred in September, 2010,
Pre-assignment Detalls The study population consisted of men and women aged 18 or older with clinically significant
diabetic macular edema {DME) with central involvement, and a best corrected visual acuity
(BCVA) of 20/40 to 20/320 (letter score of 73 to 24) in the study eye.
Reporting Groups
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Description

Laser Photocoagulation Focal laser at waek 1, and one week after visits at which the participant met laser re-treatment
criteria to the end of the study (week 52) starting at wesk 16; laser re- treatment was permitted
ne more than once every 16 weeks.

Intravitreal Aflibercept Injection Intravitreal Aflibercept Injection (1Al) 0.5 mg every 4 weeks to week 52
(IALEYLEA®:BAYS6-5321).504

Infravitreal Afiibercept Injection Intravitreal Aflibercept Injection (1AI) 2 mg every 4 weeks o week 52
(IALEYLEA®BAYBE-5321) 2Q4

Intravitreal Affibercept injection Intravitreal Aflibercept injection {IAl) 2mg every 4 waeks for 3 visits followad by every § weeks
(IALEYLEA®BAYB6-5321) 208 {through week 52

Intravitreal Afiibercept Injection Intravitreal Aflibercept Injection (1Al) 2mg every 4 weeks for 3 visits followad by PRN (as-needed)
(IA:EYLEA®BAY86-5321)2PRN | dosing according to the re-treatment criteria to week 52

Cverall Study
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Laser Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercapt Aflibercept
Injection Injection Injection Injection 5
(IALEYLEA®BAY{ (IALEYLEAR;BAYS (ALEYLEARBAY? (IALEYLEA®BAY
h321).5Q4 53213204 5321) 2Q8 5321PRN |
Started 441
Participants Received Treatment 4 ¥ ¥ 44 ¥ £ ¥ 45 ™
Completed 33 38 3 g7 38
Not Completed 11 6 11 10 i
Withdrawal by Subject 2 1 3 . 3
Protocol Violation 1 0 0 1 0
Adverse Event 3 3 1 0 0
Death 1 1 2 2 0
Lost to Follow-up 0 1 4 2 4
Lack of Efficacy 2 0 0 0 0
Other 2 0 1 3 0

1 randomized
- safety analysis set (SAF)
3 SAF

- Baseline Characteristics
Baseline Analysis Population Description

Full analysis set (FAS): included alf randomized patients who received any study drug, had baseling assessments, and had at least
one (1) post-baseline assessment.

Reporting Groups
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Description

Laser Photocoagulation Focal laser at week 1, and one week after visits at which the participant met laser re-treatment
criteria to the end of the study (week 52) starting at wesk 16; laser re- treatment was permitted
ne more than once every 16 weeks.

Intravitreal Aflibercept Injection Intravitreal Aflibercept Injection (1Al) 0.5mg every 4 weeks to week 52
(IALEYLEA®:BAYS6-5321).504

Infravitreal Afiibercept Injection Intravitreal Afiibercept Injection (1AI) 2mg every 4 waeks to week 52
(IALEYLEA®BAYBE-5321) 2Q4

Intravitreal Affibercept injection Intravitreal Aflibercept injection {|Al) 2mg every 4 waeks for 3 visits followad by every § weeks
(IALEYLEA®:BAYB6-5321) 208 {through week 52

Intravitreal Afiibercept Injection Intravitreal Affibercept Injection (1Al) 2mg every 4 weeks for 3 visits followead by PRN dosing
(IA:EYLEA®BAY86-5321)2PRN  |according to the re-treatment criteria to week 52

Bassline Maasures

Laser Intravitreal | Intravitreal | Intravitreal = Intravitreal Total
Photocoaguial Afiibercept | Afiibercept | Afiibercept | Aflibercept

injection | Injection Injection Injection
(IALEYLEA®] (IAEEYLEA® (IALEYLEA® (IALEYLEA®;
5321)5Q4 | 5321)2Q4 | 5321)2Q8 = 5321)2PRN

QOverzll Number of Participants 44 44 44 42 45 219

Age, Continuous Number 44 Parficipants | 44 Parlicipants | 44 Participants | 42 Participants | 45 Parlicipants | 219 Participants

Mean (Standard Deviation) | Analyzed
Unit of measure: years

840 (312) 623 (10.70) | 821 (10.50) | 625 (11.49) | 607 (366) | 623 (392)

Sex: Female, Male Number 44 Particiants | 44 Participants | 44 Participants | 42 Participants | 45 Participants {219 Parficipants
Measure type: Count of Analyzed
Patticipants
Unil of measure: Partiparts | Female 17 3864% | 20 4545% | 17 3864% | 20 4762% | 16 3556% | 90 41.4%

Male 21 6138% | 24 5455% | 27 6136% | 22 5238% | 20 6444% | 129 58.9%
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- Qutcome Measures

1. Primary Qutcome Measure:

Measure Title Change in BCVA From Baseline to Week 24 - Last Observation Carried Forward {LOCF)

Measure Descrintion Visual function of the study eye was assessed using the Early Treatment Diabetic Refinopathy
Study (ETDRS) protocol at 4 meters. Measurements were taken at every study vistt.
Missing values were imputed with post-baseline values during on-treatment period by using last
obsarvation carried forward {LOCF).

Time Frame Atweek 24

Analysis Population Descrintion

The FAS was used for the primary efficacy analysis. It included patients as randomized.

Reporting Groups

Description

Laser Photocoagulation

Focal laser at week 1, and one week after visits at which the parficipant met laser re-treatment
critenia fo the end of the study {(week 52) starting af week 16; laser re- treatment was permitted
no more than once every 16 weexs.

Intravitreal Affibercept injection
(IALEYLEA®:BAYB6-5321).5Q4

Intravitreal Aflibercept Injection {|Al) 0.5mg every 4 weeks to week 52

Intravitreal Afiibercept injection
(IALEYLEA®:BAYB6-5321) 204

Intravitreal Aflibercept Injection (IAl) 2mg every 4 weeks for 3 visits followed by every 8 weeks
through week 52

Intravitreal Affibercept injection
(IALEYLEARBAYBE-5321) 208

Intravitreal Aflibercept injection (1Al) 2mg every 4 weeks for 3 visits followed by every 8 weeks to
week 52

Intravitreal Affibercept Injection
(IALEYLEA®BAYB6-5321)2PRN

Intravitreal Affibercept Injection {!Al) 2mg every 4 weeks for 3 visits followed by PRN dosing
according to the re-treatment criteria to week 52

Measured Valuss
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Laser Infravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation  Aflibercept Aflibercept Aflibercept Aflibercept
Injection Injection Injection Injection 5
(IALEYLEA®:BAY (ALEYLEAR,BA (IALEYLEA®BA) (IAIEYLEARBA
5321).504 5321) 204 5321)208 | 5321)2PRN |

QOverall Number of Participants Analyzed 44 44 4 42 45

Change in BCVA From Baseline to Week 25(16.14) 8.6 (14.64) 114(867) 85(7.50) 10.3(7.52)
24 - Last Observation Carried Forward
(LOCF)

Measure Type: Mean (Standard Deviation)
Unit of Measure: letters correctly read

2. Secondary Outcome Measure:

Measure Title Change in BCVA From Baseline to Week 52 - LOCF

Measure Description Visual function of the study eye was assessed using the Early Treatment Diabetic Refinopathy
Study (ETDRS) protocel at 4 meters. Missing values were imputed with post-aseline values
during on-treatment period by using last cbservation carried forward (LOCF).

Time Frame At week 52

Analysis Population Description

FAS
Reporting Groups
Description
Laser Photocoagulation Focal laser at week 1, and one week after visits at which the participant met laser re-treatment

criteria to the end of the study (week 52) starting at week 16; laser re- treatment was permitted
no more than once every 16 wees.

Intravitreal Afibercept injection Intravitreal Aflibercept Injection (1Al) 0.5 mg every 4 weeks to week 52
(IALEYLEA®BAYB6-5321).5Q4

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2933

Samsung Bioepis Exhibit 1017, pg. 2933



Infravitreal Affibercept Injection Intravitreal Affibercept injection (1Al) 2mg every 4 waeks to week 52
(IALEYLEA®BAYBE-5321) 2Q4

Intravitreal Afiibercept Injection Intravitreal Aflibercept Injection (IAl) 2mg every 4 weeks for 3 visits followad by every § weeks to
(IALEYLEA®BAYB6-5321)2Q8  {week 52

Intravitreal Affibercept Injection Intravitreal Aflibercept Injection (1Al) 2mg every 4 weeks for 3 visits followed by PRN dosing
(IALEYLEA®BAYSE-5321)2PRN  |according to the re-treatment criteria to week 52

Measured Values
Laser Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation  Aflibercept Aflibercept Aflibercept Aflibercept
Injection Injaction Injection Injection
(IALEYLEA®BAT (IALEYLEA®;BA (IALEYLEA®;BA) (1AIEYLEA®BA
5321).5Q4 5321) 2Q4 5321)2G8 5321)2PRN | -
Overalf Number of Participants Analyzed 44 44 44 42 45
Change in BCVA From Baseline to Week 432072 | 1001540 | 131(10.54) 9.7(8.93) 12.0(11.09)
52-LOCF
Measure Type: Mean (Standard Deviation)
Unit of Measure: letters correctly read

3. Secondary Qufcome Measure:

Measure Title Participants With Gains in ETDRS Letter Score of at Least 15 Lefters - LOCF

Measure Description Missing values were imputed with post-baseline values during on-treatment period by using last
observation carried forward (LOCF).

Time Frama At wesk 24 and week 52

Analysis Population Description

FAS

Reporting Groups
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Description

Laser Photocoagulation Focal laser at waek 1, and one week after visits at which the participant met laser re-treatment
criteria to the end of the study (week 52) starting at wesk 16; laser re- treatment was permitted
ne more than once every 16 weeks.

Intravitreal Aflibercept Injection Intravitreal Aflibercept Injection (1Al) 0.5 mg every 4 weeks to week 52
(IALEYLEA®:BAYS6-5321).504

Infravitreal Afiibercept Injection Intravitreal Afiibercept Injection (1AI) 2mg every 4 waeks to week 52
(IALEYLEA®BAYBE-5321) 2Q4

Intravitreal Affibercept injection Intravitreal Aflibercept Injection {|Al) 2mg every 4 weeks for 3 visits followad by every § weeks to
(IALEYLEA®BAYB6-5321) 208 {week 52

Intravitreal Afiibercept Injection Intravitreal Aflibercept Injection (1Al) 2mg every 4 weeks for 3 visits followad by PRN dosing
(IA:EYLEA®BAY86-5321)2PRN  |according to the re-treatment criteria to week 52

Measured Values
Laser Infravitreal Intravitreal Intravitreal Intravitreal
Photocoaguiation  Aflibercept Aflibercept Aflibercept Aflibercent
Iniection Injaction Injection Injection
(IALEYLEA®:BA} (IALEYLEA®;BA (IAIEYLEA®BA) (IALEYLEA®BA
5321).5Q04 5321) 204 5321)208 | B322PRN |
Overall Number of Participants Analyzed 44 44 44 42 45

Participants With Gains in ETDRS Letter
Score of at Least 15 Lefters - LOCF

Meastre Type: Number
Unit of Measure: participants

At week 24 9 15 14 7 12

Atweek 52 5 18 20 10 19

4. Secondary Outcome Measure:
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Measure Title Change From Baseiine in Central Retinal Thickness (CRT) as Assessed by Optical Coherence
Tomography (OCT) - LOCF

Measure Description Retinal thickness was evaluated using OCT at every visit except week 1. Missing values were
imputed with post-baseline values during on-treatment period by using last cbservation carried
forward (LOCF).

Time Frame Atweek 24 and week 52

Analysis Population Description

[Not Specified]
Reporting Groups
Description
Laser Photocoagulation Focal laser at week 1, and one week after visits at which the participant met laser re-treatment

criteria fo the end of the study (week 52) starting at week 16; laser re- treatment was permitted
no more than once every 16 waes.

Intravitreal Afibercept injection
(IALEYLEA®:BAY86-5321) 504

Intravitreal Aflibercept Injection: ({Al) 0.5 mg every 4 weeks to weex 52

Intravitreal Aflibercept Injection
(IALEYLEA®:BAYB6-5321) 204

Intravitreal Affibercept injection (IAl) 2mg every 4 waeks to week 52

Intravitreal Afiibercept Injection
(IALEYLEA®,BAYS6-5321) 208

Intravitreal Aflibercept Injection (IAl) 2mg every 4 waeks for 3 visits followed by every 8 weeks to
week 52

Infravitreal Afibercept injection
(IALEYLEA®,BAY86-5321)2PRN

Intravitreal Aflibercept injection (1Al) 2mg every 4 weeks for 3 visits followed by PRN desing
according to the re-treatment criteria to week 52

Measured Valuss
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Laser
Photocoagulation

QOverall Number of Participants Analyzed

Infravitreal
Aflibercent
Injection
(IALEYLEABBA
5321).504

Intravitreal
Aflibercept
Injecion
(IALEYLEARBA
5321) 204

44

Intravitreal
Aflibercept
Injection
(IALEYLEARBA
5321) 208

Intravitreal
Aflibercept
Injection |
(ALEYLEABBAY
S10PRN |

44

42

45

Change From Baseline in Central Retinal
Thickness (CRT) as Assessed by Cptical
Coherence Tomography (OCT) - LOCF

Measure Type: Mean (Standard Deviation)
Unit of Measure: microns

At week 24

679(135.17)

1446 (110.65)

4945 (143.04)

427.3(141.78)

4533 (13247)

At week 52

584 (17780)

4854 (135.72)

207 4 (148.96)

4878 (135.01)

4803 (12443)

5. Secondary Outcome Measure:

Measure Title Number of Focal Laser Traatments
Measre Description
Time Frame Week 1 to week 48

Analysis Population Description

For the first 24 weeks, the Intravitreal Aflibercept Injection (1A EYLEA®:BAY86-5321) groups did not receive laser treatment. From
week 24 orward, participants in the Infravitreal Aflibercept injection (|Al:EYLEA®;BAYB6-5321) groups were allowed to receive

laser rescue treatment.

Reporting Groups

Description
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Laser Photocoagulation Focal laser at week 1, and one week after visits at which the participant met laser re-treatment
criteria to the end of the study (week 52) starting at wesk 16; laser re- treaiment was permitted
no maore than once every 16 weexs.

Intravitreal Affibercept njection Intravitreal Afibercept injection (1Al) 0.5 mg every 4 weeks to week 52
(IALEYLEA®:BAYSS-5321).504

Intravitreal Affibercept Injection Intravitreal Affibercept injection (IAl) 2mg every 4 weeks to week 52
(IALEYLEA®BAYBE-5321) 2Q4

Intravitreal Afiibercept Injection Intravitreal Aflibercept Injection (IAl) 2mg every 4 weeks for 3 visits followad by every § weeks to
(IALEYLEA®:BAY86-5321) 208 {week 52

Intravitreal Affibercept Injection Intravitreal Affibercept Injection (1Al) 2mg every 4 weeks for 3 visits followed by PRN dasing
(IALEYLEA®:BAY86-5321)2PRN  |according to the re-treatment criteria to week 52

Measured Values
Laser Intravitreal Intravitreal Intravitreal Intravifreal
Photocoagulation  Afiibercept Aflibercept Aflibercept Aflibercept
Injection Injection Injection Injection
(IALEYLEA®BA} (IALEYLEA®;BA (IALEYLEA®BA) (IAIEYLEA®BA
5321).5Q4 5321)2Q4 5321) 208 5321)2PRN |
QOverall Number of Participants Analyzed 44 44 44 42 45
Number of Focal Lager Treatments 2.5(0.87) 0.5(093) 0.5(0.66) 0.8 (0.85) 0707
Measure Type: Mean (Sfandard Deviation)
Unit of Measure; Treatments

~Reported Adverse Events
Time Frame Day 110 week 52
Adverse Event Reporting Safety analysis sef (SAF): included all patients who received any study drug. The SAF was used
Description for all safety and tolerability assessments. Safety analysis included patients as treated.
Reporting Groups
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Description

Laser Photocoagulation

Focal laser at waek 1, and one week after visits at which the participant met laser re-treatment
criteria to the end of the study (week 52) starting at week 16; laser re- treatment was permitted
ne more than once every 16 weeks.

Intravitreal Aflibercept Injection
(IALEYLEA®BAYS6-5321).504

Intravitreal Aflibercept Injection (1Al) 0.5 mg every 4 weeks to week 52

Intravitreal Aftiercept Injection
(IALEYLEA®BAYBE-5321) 204

Intravitreal Afiibercept Injection (1AI) 2mg every 4 waeks to week 52

Intravitreal Affibercept injection
(IALEYLEA®BAYB6-5321) 2Q8

Intravitreal Aflibercept injection (1Al) 2mg every 4 waeks for 3 visits followad by every § weeks
through week 52

Intravitreal Afiibercept Injection
(IALEYLEA®BAY86-5321)2PRN

Intravitreal Aflibercept Injection (1Al) 2mg every 4 weeks for 3 visits followead by PRN dasing
according to the re-treatment criteria to week 52

All-Cause Mortality

Laser Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Afiibercept Aflibercept
Injection Injection Injection Injaction

(IAFEYLEA®BAY? (A EYLEA®,BAYE (|AIEYLEAR,BAY{ (IAIEYLEARBAY.
5321).5Q4 5321) 204 5321) 208 53UPRN |

Affected/At Risk (%) | Affected/At Risk (%) | Affected/At Risk (%) | Affected/At Risk (%) | Affected/Al Risk (%)

Total / / / / /
Serious Adverse Events
Laser Infravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Afibercept Aflibercept
Injection Injection Injection Injaction

{IALEYLEA®BAY{ (1A EYLEA®,BAYE (|AIEYLEAR;BAY! (IALEYLEA®BAY,
5321).504 5321) 204 5321) 208 SR21)2PRN |
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Lager Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection njection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR,BAY? (IALEYLEA®BAY
h321).504 5321) 204 5321) 208 5321)2PRN |

AffectediAL Rk (%) | Aflected/At Rk (%) | Aficted/at Risk (%) | AffecteiAt Risk (%) | Aflectec Risk (%)

Total 10744 (22.73%) | 14144 (31.820) | 13/44 (29.55%) | 12042 (2857%) | 6/45 (1333%)

Blood and lymphatic system discrders

Angemia®|  OMA(%) | UMQ2T%) | AASE%) | 042 (0%) 0145 (0%)

Coaguiopathy *| 0144 (0%) 0744 (0%) 0/44 (0%) 0/42 (0%) 1145 (2.22%)

Haemorhagic anaemia | 0144 (0%) DA (0%) | 42T | 042 (0%) 0145 (0%)

Cardiac disorders

Acute coronary syndrome A 0144 (0%) 044 (0%) OUA(O%) | 1M2(238%) | 05 (0%)

Acute myocardial infarction | 144 (227%) | 0/44 (0%) 0144 (0%) 0142 (0%) 045 (0%)

Anginapectoris | 0/44 (0%) 0744 (0%) 0/44 (0%) 1/42 (2.38%) 0745 (0%)

Angina unstable | 0/44 (0%) 0144 (0%) OUA(O%) | 1H2(238%) | 045 (0%)

Arterioscierosis coronary artery A\ 0/44 (0%) 0/44 (0%) 1144 (2.27%) 0/42 (0%) (/45 (0%)

Atrial fibrilation A|  1/44 (2.27%) (/44 (0%) 0/44 (0%) 1/42 (2.38%) 0145 (0%)

Cadiachailureacute®|  OMA(0%) | 144Q227%) | 014 (0%) 0142 (0%) 045 (0%)

Cardiac failure congestive A 0/44 (0%) 0744 (0%) 344 (6.82%) | 1/42(238%) | 2045 (4.44%)

Coronary arery issase ™| OMA(0%) | 144Q.27%) | 1A4(227%) | 042(0%) 0145 (0%)

Coonary artery occusion®| M4 (0%) | 144 Q.27%) | 044 (0%) 02 (0%) | 145 (2.22%)

Myocardialinfarcion |~ 04 (0%) | 244 (455%) | 044 (0%) 0142 (0%) 0145 (0%)

Sick sinus syndrome | 144.227%) | 044 (0%) 0144 (0%) 0142 (0%) 045 (0%)
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Laser Infravitreal Infravitreal Intravitreal Intravitre!
Photocoagulaticn | Aflibercept Aflibercept Aflibercept Aflibercept
Injection Injection Injection Injection
(IALEYLEA@:BAYE (IA.EYLEARBAYE (IALEYLEARBAY! (ALEYLEARBAY
5321).504 5321) 204 5321) 2Q8 53R1)2PRN |
Silent myocardial infarction | 0/44 (0%) 0/44 (0%) 1144 (2.27%) 0142 (0%) 0/45 (0%)
Wolft-Parkinson-White syndrome A 0/44 (0%) 0/44 (0%) (/44 (0%) 1/42 (2.38%) 0/45 (0%)
Eye disorders
Angle closure glaucoma* I 0/44 (0%) (/44 (0%) 1144 (2.27%) 0142 (0%) 0/45 (0%)
Comeal abrasion Al'T|  0/44 (0%) 0/44 (0%) 0/44 (0%) 1/42 (2.38%) 0/45 (0%)
Cystoid macular oedema®| 044 (0%) 0/d4 (0%) 0/44 (0%) 0142 (0%) 1145 (2.22%)
Diabetic reinal oedema Al'|  1/44 (2.27%) 074 (0%) 0/44 (0%) 0142 (0%) 0/45 (0%)
Diabetic retinopathy | 0/44 (0%) 0144 (0%) 0/44 (0%) 0142 (0%) 1145 (2.22%)
Maculopathy | 0/44 (0%) 0/44 (0%) 0144 (0%) 0142 (0%) 1145 (2.22%)
Retinaltear®|  0/44 (0%) 0/44 (0%) 0/44 (0%) 1/42 (2.38%) 0/45 (0%)
Uveitis A1} 0/d4 (0%) 1144 (2.27%) 0144 (0%) 0142 (0%) 0/45 (0%)
Visual acuity reduced | 1/44 (2.27%) 0744 (0%) 0144 (0%) 0142 (0%) 0/45 (0%)
Visual acuity reduced A1) 1/44 (2.27%) 0744 (0%) 0/44 (0%) 0/42 (0%) 0/45 (0%)
Vitreous achesions | 0/44 (0%) 0144 (0%) 0/44 (0%) 0/42 (0%) 1145 (2.22%)
Vitreous haemorhage AU} 3/44 (6.62%) 0/44 (0%) 0/44 (0%) 0/42 (0%) 0/45 (0%)
Vitreous haemorrhage A\ 144 (227%) | 144 227%) | VA4 (221%) | 242 (4.76%) 0/45 (0%)
Gastrointestinal disorders
Diverticulum A 0/44 (0%) 0/44 (0%) 1144 (2.27%) 0142 (0%) 0/45 (0%)
Gastric ulcer | 0/44 (0%) 0/44 (0%) 0144 (0%) 1/42 (2.38%) 0/45 (0%)
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Laser Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Afiibercapt Aflibercept
Injection njection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR,BAY? (IALEYLEARBAY
5321).504 5321) 204 5321) 208 5321)2PRN |

Gastointestinal haemarrhage | 0/44 (0%) 0144 (0%) 0144 (0%) 0U2(0%) | 145 (2.22%)

Lower gastrointestinal haemerhage | 0/44 (0%) 0/44 (0%) 1144 (2.27%) 0/42 (0%) 0/45 (0%)
A

Nausea®|  0/44 (0%) OMA(0%) | 1427 | 02 (0%) 0145 (0%)

Upper gastrointestinal haemorhage | 0/44 (0%) 0/44 (0%) 1144 (2.27%) 0/42 (0%) 0/45 (0%)
A

Varices oesophageal | 0144 (0%) 0144 (0%) OUA(O%) | 1M2(238%) | 05 (0%)

Voriting | 0144 (0%) OMA(0%) | 14227 | 042 (0%) 045 (0%)

General disorders

Chestpain®  0/44 (0%) 0/44 (0%) 2144 (4.55%) 0142 (0%) 3145 (6.67%)

Device qccusion | 04 (0%) | 1M(27%) | 04 (0%) 0142 (0%) 0145 (0%)

Muiorganfalure®| 04 (0%) | 1M4Q27%) | 044 (0%) 0142 (0%) 045 (0%)

Non-cardiac chest pain®| 0144 (0%) OUA(0%) | 1427 | 012 (0%) 045 (0%)

Pyreia®|  0/44 (0%) OUA(O%) | UMAQ2T%) | 1H2(238%) | OS5 (0%)

Sudden death A 0/44 (0%) 0/d4 (0%) 1144 2.27%) 0142 (0%) 0/45 (0%)

Infactions and infestations

Abscess | 0144 (0%) OMA(O%) | 4227 | 042 (0%) 045 (0%)

Apscessimb®|  0MA(0%) | 1MAQITH) | 044 (0%) 0142 (0%) 045 (0%)

Appendictis®|  OMA(0%) | 14AQ27%) | 0M4(0%) 0142 (0%) 045 (0%)

Bronchitis A 0/44 (0%) 0744 (0%) 0/44 (0%) 0142 (0%) 1145 (2.22%)
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Lager Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection njection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR,BAY? (IALEYLEA®BAY
5321).504 5321) 204 5321) 208 5321)2PRN |

Colufis®|  0M4(0%) | A4(B82%) | JM(455%) | OM2(0%) | 145(220%)

Clostridium diffcle coftis |~ 0144 (0%) 0144 (0%) OUA(O%) | 1M2(238%) | OM5(0%)

Cystis | 0144 (0%) OUA (%) | MAQ2TH) | 012 (0%) 045 (0%)

Divertcutis*| 0144 (0%) OUA(O%) | UM Q27%) | 012 (0%) 045 (0%)

Endophthaimitis * (1} 0/44 (0%) 0744 (0%) 1144 (2.27%) 0/42 (0%) 1145 (2.22%)

Gangrene| 144 (227%) | 044 (0%) 0144 (0%) 0142 (0%) 045 (0%)

Gastoenteris| 044 (0%) 014 (0%) OUA(O%) | 1M2(238%) | 045 (0%

Localised infection | 1144 (227%) | 044 (0%) 0144 (0%) 0142 (0%) 0145 (0%)

Osteomyeitis | 0M4(0%) | 1M4Q2T%) | 014 (0%) 0142 (0%) 045 (0%)

Parofiis A 0/44 (0%) 144 (2.27%) 0/44 (0%) 0/42 (0%) 0745 (0%)

Peumonia | 0144 (0%) OMA(O%) | UMAQ2TH) | 1E2(238%) | 05 (0%)

Sepsish| 1MA(2T%) | 04 (%) 0144 (0%) 0142 (0%) 045 (0%)

Staphylococcalinfection | 0/44 (0%) OUA(O%) | U4 Q27%) | 012 (0%) 045 (0%)

Staphylococcal sepsis | 0144 (0%) G4 (O%) | Q2T | 012 (0%) 045 (0%)

Subcutaneous abscess *| /44 (0%) 0744 (0%) 0/44 (0%) 0/42 (0%) 1145 (2.22%)

Injury, poisoning and procedural complications

Joint capsule rupture | 0/44 (0%) 0144 (0%) OUAO%) | 1H2(238%) | 05 (0%

Postoperative leus®| 1144 (227%) | O/4 (0%) 0144 (0%) 0142 (0%) 0145 (0%)

Themalbum®|  OM4(0%) | 1M4Q2T%) | 044 (0%) 0142 (0%) 045 (0%)
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Laser Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection njection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR;BAY? (IALEYLEA®BAY
h321).504 5321) 204 5321) 208 5321)2PRN |

Traumatic brain injury | 0444 (0%) 0144 (0%) 0144 (0%) 0U2(0%) | 145 (2.22%)

Investigations

Blood pressure ncreased | 04 (0%) | 1A4Q2TH) | 0144 (0%) 0U2(0%) | 145 (2.22%)

Liver funcion test abnomnal #0144 (0%) OUA(O%) | Q2T | 012 (0%) 045 (0%)

Metabolism and nutrition discrders

Dehydration | 0144 (0%) 0144 (0%) OUA(O%) | 2M2(ATEW) | 045 (0%)

Diabeic ketoacidosis | 0144 (0%) OUA(O%) | MAQ2TH) | 1M2(238%) | 05 (0%)

Fluid overfoad A|  0/44 (0%) 1144 2.27%) 0/44 (0%) 142 (2.38%) 0/45 (8%)

Hyperglycaemia®| 044 (0%) OMA(O%) | 24 (455 | 012 (0%) 045 (0%)

Hyperkalaemia | 0/44 (0%) 144 (2.27%) 0/44 (0%) 142 (2.38%) 0745 (0%)

Hypogycaemia®| 144 (227%) | 1MAQ2T%) | MEQ2T%) | 1M2(238%) | 045 (0%)

Musculoskeletal and connactive tissue disorders

Lumber spinal senosis®| M4 (0%) | 144227 | 044 (0%) 0142 (0%) 0145 (0%)

Neoplasms benign, malignant and unspecified (incl cysts and polyps)

Colon cancer stage Il | 1/44 (2.27%) 0/d4 (0%) 0/44 (0%) 0/42 (0%) 0745 (0%)

Non-small celllung cancer | 0/44 (0%) OMA(O%) | 42T | 042 (0%) 045 (0%)

Renal cel carcnoma stage IV A| 04 (0%) | 14(227%) | 04 (0%) 0142 (0%) 045 (0%)

Squamous cell carcinoma of skinA| 1144 (27%) | 0144 (0%) 0144 (0%) 0142 (0%) 0145 (0%)

Transional cell carcnoma®|  144227%) | 044 (0%) 0144 (0%) 0142 (0%) 045 (0%)
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Laser Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection njection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR,BAY? (IALEYLEA®BAY
5321).504 5321) 204 5321) 208 5321)2PRN |

Nervous system disorders

Corebral infarction |~ 044 (0%) OMA(0%) | A7) | 012 (0%) 0145 (0%)

Corebrovascularaccident | 144 207%) | 144(27%) | M4 (455%) | 042 (0%) 0145 (0%)

Convasion | 0/44 (0%) 014 (0%) OUA(O%) | 1M2(238%) | OM5(0%)

Headache *| 0144 (0%) 0744 (0%) (/44 (0%) 1142 (2.38%) 0745 (0%)

Hemiparesis®|  OM4(0%) | 144(227%) | 044 (0%) 0142 (0%) 045 (0%)

Hepac encephalopathy | 0/44 (0%) 014 (0%) OUAO%) | 1M2(238%) | 045 (0%

Scafica®|  CMA(O%) | MAQITH) | 04 (0%) 0142 (0%) 0145 (0%)

Syncope®|  OMA(O%) | TMAQTH) | 04 (0% 02 (0%) | 145 (222%)

Psychiatric disorders

Mental status changes | OM4(0%) | 1MAQ27%) | OMA(0%) | 1E2(238%) | 05 (0%)

Renal and urinary disorders

Nephropathy *| 0144 (0%) DA (O%) | 4 Q27%) | 012 (0%) 0145 (0%)

Renalfalre | 0144 (0%) 014 (0%) OUA(0%) | 12(238%) | OM5 (0%)

Renal failure acute A 0/44 (0%) 0/d4 (0%) 1144 2.21%) 0/42 (0%) 0745 (0%)

Stress urinary Incontinence *| 0144 (0%) 01dd (0%) OUA(O%) | 1M2(238%) | 045 (0%)

Reproductive system and breast disorders

Berign prostatic hyperplasia | 0/44 (0%) OUA(O%) | 1427 | 0M2 (0% 0145 (0%)

Respiratory, thoracic and mediastinal disorders
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Laser Infravitreal Infraviireal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Afiibercept Aflibercept
Injection Injection Injection Injection
(IALEYLEA@:BAY: (IA.EYLEARBAYE (IALEYLEARBAY! (AIEYLEARBAY
5321).504 5321) 204 5321) 2Q8 5321)2PRN |
Acute respiratory failure A 0/44 (0%) 0/44 (0%) 1144 (2.27%) 0142 (0%) 0/45 (0%)
Dyspnosa®| /4 (2.27%) 0/44 (0%) 0/44 (0%) 0142 (0%) 0745 (0%)
Pleural effusion®| ~ 0/44 (0%) 144 (2.27%) (/44 (0%) 0/42 (0%) 0/45 (0%)
Pulmanary embolism | 1/44 (2.27%) (/44 (0%) 0/44 (0%) 0/42 (0%) 0/45 (0%)
Puimonary osdema®|  1/44 (2.27%) 0744 (0%) 0/44 (0%) 0/42 (0%) 0/45 (0%)
Respiratory falure |~ 0/44 (0%) 144 (2.27%) 0/44 (0%) 0142 (0%) 0/45 (0%)
Skin and subcutaneous tissue disorders
Skinulcer | 0/44 (0%) 1144 (2.27%) 0/44 (0%) 0142 (0%) 0/45 (0%)
Vascular disorders
Aortic stenosis A 0/4d (0%) 0/44 (0%) 1144 (2.27%) 0/42 (0%) 0/45 (0%)
Deep vein thrombosis A| 144 (2.27%) 0/44 (0%) 0/44 (0%) 0142 (0%) 0/45 (0%)
Hypertension | 0/44 (0%) 0/44 (0%) Q144 (455%) | 1142 (2.38%) 0/45 (0%)
Hypertensive arisis | 0144 (0%) 0744 (0%) 0144 (0%) 1/42 (2.38%) 0/45 (0%)
Hypertensive emergency | 1/44 (2.27%) 0744 (0%) 1144 (2.27%) 0/42 (0%) 0/45 (0%)
Hypotension | 0/44 (0%) 0744 (0%) 0/44 (0%) 1/42 (2.38%) 0/45 (0%)
Peripheral arterial occlusive disease|  1/44 (2.27%) 0/44 (0%) 0/44 (0%) 0142 (0%) 0/45 (0%)
A

A Tem from vocabulary, MedDRA 13.1

[1] Studyeye
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(Other Adverse Evenis

Frequency Threshold Above Which Other Adverse Events are Reported: 5%

Laser Infravitreal Infravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection Injection Injection Injaction :
(IALEYLEABBAY! (IALEYLEADBAYL IALEYLEABBAYL (IAEYLEABBAYE
5321).504 5321) 204 5321) 208 B3MPRN |
Affocted/Al Risk (%) | Aflected/At Risk (%) | Afected/Al Risk (%) | Affected/At Risk (%) | Affected/Al Risk (%)
Total 20/44 (45.45%) | 22044 (50%) | 2244 (50%) | 26/42 (81.9%) | 24/45 (53.33%)
Blood and lymphatic system disorders
Anaemiat| 244 (455%) | 1M4Q227%) | 3A4(682%) | 4i42(952%) | SM5(11.11%)
Eye disorders
Blepharitis #|  0/44 (0%) 0/44 (0%) 4144 (9.09%) 0142 (0%) 1145 (2.22%)
Biepharitis A1 0/44 (0%) 0744 (0%) 4144 (9.09%) (/42 (0%) 1145 (2.22%)
Cataract®| 1/44(221%) | 2144 (455%) | 144 (2.27%) 0142 (0%) 5745 (11.11%)
CataractAMl| 244 (455%) | 2044(459%) | M4 (6.82%) | 2M42(476%) | 545 (11.11%)
Conjunctival haemorrhage | 844 (18.18%) | 12144 (27.27%) | TI44 (15.91%) | 15/42 (35.71%) | 13/45 (28 89%)
Diabefic retinal oecema | 0/44 (0%) 444 (9.09%) | 3/44(6.82%) 0142 (0%) 445 (8.89%)
Diabetic refinal oedema Al'l)  0/44 (0%) 11442.27%) | 3/44(6.82%) | 1/42(2.38%) | 3/45(6.67%)
Fyepan®| 3/44(682%) | 2044 (455%) 0/44 (0%) 1142 (2.38%) 0/45 (0%)
Eyepain A} 244 (455%) | /44 (1364%) | 5I44 (11.36%) | 6/42(14.29%) | 7045 (15.56%)
Foreign body sensationineye A1l 0/44 (0%) 1144Q2.27%) | 144Q227%) | 1/42(2.38%) | 3/45(6.67%)
Macular ogdema®|  3/44 (6.82%) | 144 (2.27%) (/44 (0%) 0/42 (0%) 0/45 (0%)
Maculopathy A1) 2144 (455%) | 244 (455%) | 1M44(227%) | 4/42(952%) | 3045 (6.67%)
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Laser Infravitreal Infraviireal Intravitreal Intravitreal
Photocoagulaticn | Aflibercept Aflibercept Aflibercept Aflibercept
Injection Injection Injection Injection
(IALEYLEA@:BAYE (IA.EYLEARBAYE (IALEYLEARBAY! (ALEYLEARBAY
5321).504 5321) 204 5321) 2Q8 531)2PRN |
Ocular hyperagmia A1l 2044 (455%) | 5/44 (11.36%) | 244 (455%) | 3/42(7.14%) | 3045 (667%) .
Posterior capsule opaciication | 3/44 (6.82%) | 1M44227%) | 144(227%) | 1/42(2.38%) 0/45 (0%)
Punctate kerafitis * '] 144 (2.27%) | 1144(2.27%) (/44 (0%) 342 (7.14%) 0/45 (0%)
Retinal aneurysm A| 0144 (0%) 1/44 (2.27%) 0/44 (0%) 342 (TA4%) | 1/45(2.22%)
Retinal aneurysm A 1/44 (227%) | 3/44 (6.82%) 0/44 (0%) 242 (476%) | 2045 (4.44%)
Refinal exudates A1 1/44 (227%) | 4144.(900%) | 1M44(227%) | 242(A78%) | 345 (667%)
Refinal haemorrhage #| 3044 (6.82%) | 1/44(2.27%) | 1/44(227%) | 342(714%) | 5/45(11.11%)
Retinal haemorthage A ) 2/44 (4 55%) 0/44 (0%) 344(6.82%) | 1042 (2.38%) | 4/45(8.89%)
Retinal neovascularisation | 1/44 (2.27%) 0144 (0%) Q144 (455%) | 1042 (2.38%) | 3/45(6.67%)
Vision blurred A1) 1/44 (227%) | 4144 (9.09%) 0/44 (0%) 0142 (0%) 2145 (4 44%)
Vitreous detachmentA|  3/44 (882%) | 2044 (455%) | 144 (2.27%) | 4/42(952%) 0/45 (0%)
Vitreous detachment A 5144 (11.36%) | /44 (6.82%) | 3/44(682%) | 3142 (7.14%) 0/45 {0%)
Vitreous floaters | 1/44 (2.27%) 0744 (0%) 344 (6.82%) | 2142 (4.76%) 0/45 (0%)
Vitreous floaters AI'T) - 244 (455%) | 544 (11.36%) | 3/44(6.82%) | 2042(478%) | 205 (4.44%)
Vitreous haemorthage | 5/44 (11.36%) | 344 (6.82%) | 5/44(11.36%) | 4/42(9.52%) | 3145 (667%)
Vitreous hagmorrhage 11| 5/44 (11.36%) 0/44 (0%) 244 (455%) | 1042 (2.38%) | 1/45(2.22%)
Gastrointesting! disorders
Nausea®| 1/44(227%) | 2044 (455%) | 3/44(682%) | 4/42(952%) | 445 (8.89%)
General disorders
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Lager Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection Injection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR,BAY? (IALEYLEA®BAY
5321).504 5321) 204 5321) 208 5321)2PRN |

Qedemaperipheral | 3044 (B82%) | 144Q27%) | 1ALQ2TH) | 242(4T8%) | 2045 (4.44%)

Infections and infestations

Bronchitis | 1144 (227%) | 3M44(G82%) | 244 (455%) | OM2(0%) | 245 (444%)

Nesopharyngifis | 4/44 (9.09%) | 484 (900%) | 344 (582%) | 142(238%) | 35 (B67%)

Injury, poisoning and procedural complications

Comeal abragion 1] 0144 (0%) DA (%) | 244 (455%) | 2UD(ATE%) | 345 (B6T%)

Investigations

Blood glucose increased A 144 (227%) | 444(000%) | A4 (B2%) | 642 (1420%) | 645 (1333%)

Blood potessium increased | 044 (0%) | 14AQ27%) | OMA%) | 3M2(T4%) | 345 (68T%)

Blood pressure increased | 1144 227%) | 1044 .27T%) | 444 (9.09%) | 1/42(2.38%) | 1445 (222%)

Blooduine present®| 04 (0%) | 1A4Q2T%) | OMA(O%) | 1A2(238%) | 345(56T%)

Glucose urne present®|  144(227%) | 1M4Q.27%) | OM4(0%) | M2(7A4%) | 445 (8.89%)

Glycosylated haemoglobin|  2/44 (455%) | 6444 (1364%) | 544 (11.36%) | SM2(11.9%) | 2045 (444%)
ncreased A

Heemaloort decreased | 2144 (455%) | 244 (455%) | 44 (9.09%) | 042 (0%) 0145 (0%)

Haemoglobin decreased ®|  2/44 (455%) | 244 (455%) | 3U4(682%) |  0M2(0%) 045 (0%)

Intraocular pressure increased A 11| 144 (227%) | G4 (13.64%) | 644 (1364%) | SM2(11.9%) | 25 (444%)

Protein uine present®| 24 (455%) | 1M4Q2T%) | 14E(27%) | 4M2(052%) | 345(6T%)

Red blood cellcount decreased | QU4 (0%) | 1A4Q2T%) | MMBSE) | O2(0%) | 1H5(222%)

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2949

Samsung Bioepis Exhibit 1017, pg. 2949



Lager Intravitreal Intravitreal Intravitreal Intravitreal
Photocoagulation | Aflibercept Aflibercept Aflibercept Aflibercept
Injection njection Injection injection 5
(IALEYLEAR:BAY{ (IALEYLEARBAYS (ALEYLEAR,BAY? (IALEYLEA®BAY
h321).504 5321) 204 5321) 208 5321)2PRN |

Metabolism and nutrition disorders

Hypercholesterolaemia ®| 144 (207%) | 14 (227%) | 34 (82%) | NA2(TA4%) | 145 (220%)

Nerveus system disorders

Headache *| 2144 (4.55%) (/44 (0%) 244 (A55%) | 3A2(7.14%) | 2045 (444%)

Respiratory, thoracic and mediastinal disorders

Astma®| 0144 (0%) 0/dd (0%) OUA(O%) | YM2(TA4) | 145 (220%)

Oropharyngeal pain®| - 3044 (682%) | 144 (2.27%) | 1A4(2T%) | 142(238%) | OM5(0%)

Vascular disorders

Hypertension | 544 (11.36%) | 544 (11.36%) | 54 (11.36%) | 6M42(1429%) | 545 (11.11%)

A Term from vocabulary, MedDRA 13.1
[1] Studyeye

- Limitations and Caveats

[Not specified]

More Information

Certain Agreements:
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Principal Investigators are NOT employed by the organization sponsoring the study.

There IS an agreement between the Principal Investigator and the Sponsor (or its agents) that restricts the PI's rights to discuss or
publish trial results after the trial is completed.

Results Point of Contact:

Name/Official Title: Clinical Trial Management
Organization: Regeneron

Phone: 9148475385

Emall: clinicaltrials@regeneron.com

Seyal up do acoess e conliols Sorol to e Study top

Lo, Nafional Libiary of Medieine | U5, Nalional Insitutes of Health | 4.5, Denattent of Healfh & Human Senvices
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

n O ¢ Novanber 18 2016 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 O C Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCTO0789477
Submitted Date: August 13, 2014 (v16)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
5 Record Verficaon My 201
Qverall Status. Completed
Study Start: December 2008
Primary Completion: December 2009 [Actual]
Study Completion: September 2010 [Actual]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Certification/Extension April 19, 2011
First Submitted:

Certification/Extension May 2, 2011
First Submitted that
Met QC Criteria:
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Certification/Extension May 5, 2011 [Estimate]
First Posted:

Last Update Submitted that August 13, 2014
Met QC Criteria:

Last Update Posted: August 15, 2014 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party: Sponsor

Collaborators: Bayer

- Oversight
| U.S. FDA-regulated Drug:
U.S. FDA-regulated Device:

Data Monitoring: No

- Study Description

Brief Summary. This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabetic Macular Edema

Keywords:

- Study Design
| Study Type: Interventional

Primary Purpose: Treatment

Study Phase: Phase 2
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Interventional Study Model: Parallel Assignment

Number of Arms: 5

Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)

Allocation: Randomized

Enrolment. 219 [Actual]

- Arms and Interventions

Arms

Assigned Interventions

Experimental: 1
Dose 1

Biological: VEGF Trap-Eye
Intravitreal injection, repeating dose

Experimental: 2
Dose 2

Biological: VEGF Trap-Eye
Intravitreal injection, repeating dose

Experimental: 3
Dose 3

Biological: VEGF Trap-Eye
Intravitreal injection, repeating dose

Experimental. 4

Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: macular laser therapy
Non-drug comparator laser every 16 weeks as needed
Other Names:
+ laser photocoagulation
~Qutcome Measures
Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2956

Samsung Bioepis Exhibit 1017, pg. 2956



\Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers. No

Criteria: Inclusion Criteria:

o Patients with clinically significant DME with central involvement
o Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

o History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous reatment with anti-angiogenic drugs in either eye (pegaptanit sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes mellitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

« Qcular disorders in the study eye, other than DME, that may confound interpretation of study

results
Contacts/Locations
| Study Officials: Robert L Vitti, MD
Study Director
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Regeneron Phamaceuticals
Locations: United States, California
Artesia, California, United States, 90701
Beverly Hills, California, United States, 90211
Mountain View, Califomia, United States, 94040
Pasadena, California, United States, 91105
Sacramento, Califomia, United States, 85619
Santa Ana, Califoria, United States, 92705
United States, Connecticut
Hamden, Connecticut, United States, 06518
New London, Connecticut, United States, 06320
United States, Florida
Boynton Beach, Forida, United States, 33426
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33912
QOcala, Florida, United States, 34474
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33680
United States, Georgia
Augusta, Georgia, United States, 30909
United States, Hawaii
Honolufu, Hawaii, Unifed States, 96815
United States, Indiana

Indianapolis, Indiana, United States, 46280
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United States, Maine

Banger, Maine, United States, 04401
United States, Maryland

Baitimore, Maryland, United States, 21287
United States, Massachusetts

Boston, Massachusetts, United States, 02114
United States, Michigan

Jackson, Michigan, United States, 48104
United States, Missouri

Kansas City, Missouri, United States, 64108
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, New Jersey

New Brunswick, New Jersey, United States, 08901

Norinfield, New Jersey, United States, (8225

Toms River, New Jersey, United States, 08753
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Charlotte, North Carolina, United States, 26210

Raleigh, North Carolina, United States, 27607
United States, Ohio

Cincinnati, Ohio, United States, 45243

United States, Pennsylvania
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Pittsburgh, Pennsylvania, United States, 15213
United States, South Carolina

Greenville, South Carolina, United States, 29605

West Columbia, South Carolina, United States, 29169
United States, Tennessee

Nashville, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Arlington, Texas, United States, 76012

Austin, Texas, United States, 78705

Houston, Texas, United States, 77030

McAllen, Texas, United States, 78503

San Antonio, Texas, United States, 78215

San Antonio, Texas, United States, 78240
United States, Utah

Salt Lake City, Utah, United States, 84107
Austria

Wien, Austria, 1090
Canada, British Columbia

Vancouver, British Columbia, Canada, V5Z 3N9

Victoria, British Columbia, Canada, V8V 4X3
Canada, Ontario

London, Ontario, Canada, N6A 4G5

Mississauga, Ontario, Canada, LAW 1W9
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_ IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Seroliup fo secass the controls Serell tn the Study fop
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UL, Notionad Libeary of NMedicing

als.gov archive

o A study version is represented by a row in the table.
» Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-hy-Side” comparisen formal to specify how the two study versions are to be displayed. The Side-by-Side format only

History of Changes for Study: NCT0078%477

applies to the Protocol section of the study.

s Click "Compare” tc do the comparison and show the differences.

¢ Select a version's Submitted Date fink to see a rendering of the study for that version.

DME And VEGF Trap-Eye: INvestigation of Clinical Impact {DA VINCI)

Latest version (submiled August 28, 20443 on ClinicalTrials qov

s The yellow A/B choices in the 1able indicate the study versions currently compared below. A vellow table row indicates the study version currently being viewed.

» Hover over the "Recruitment Status” to see how the study's recruitment status changed.

o Study edits or deletions are displayed in red.

» Sfudy additions are displayed in‘green.

+ Study Record Versions
Version Submitted Date Changes
1 Novarber 7 2008 None (earliest Version on record)
2 Deceraber & 2008 Recruitment Status, Arms and Interventions, Contacts/Locations, Study Status, Cutcome Measures,
Cversight, Eligibility and Study Identification
3 0 February 5, 200¢  Contacts/Locations, Study Status and Study Identfication
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Version: A { B | SubmittedDate Changes

11,2008 Contacts/Locations, Study Status and Study Identification

g 0 Fabary 12,2009 Study Identification, ContactsiLocations and Study Status

6 o0 Maroh 12, 2808 Study Status and Confacts/Locations

7 o ¢ Aprl 24 2006 Contacts/Locations and Study Status
8 O U May 27 2002 Study Status and Contacts/Locations
9 0 O Jdine 2 200%  Contacts/Locations and Study Status
o O O June 16,2008 Contacts/Locations and Study Status
1 g 0 il 14, 2008 Recruitment Status, Study Status and Contacts/Locations

2 0 O Noember 182310 Study Status

O 0 Jdanuany 24, 264 Recruitment Status, Study Status and Study Design

W O 0 May 2 2011 Study Status, Arms and Inferventions

5 & @ Seplember 27 2013 Sponsor/Collaborators and Study Status

ausi 4 2014 Study Status

4 Arms and Interventions, Outcome Measures, Study Status, More Information, Reported Adverse Events,
Baseline Characteristics, Participant Flow, Contacts/Locations, Study Design, Study Description and Study

|dentification
, ® Merged
Comparison Format. .
L Side-by-Side
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Serellun o acoess the conlnis

Study NCT00789477
Submitted Date: September 27, 2013 (v15)

Study Identification
| Unique Protocol ID; VGFT-OD-0706

Brief Title: DME And VEGF Trap-Eye: INvestigation of Clinical Impact (DA VINCI)

Official Title: A Double-Masked, Randomized, Controlled Study of the Safety, Tolerability and Biological Effect of
Repeated Intravitreal Administration of VEGF Trap-Eye in Patients With Diabetic Macular Edema

(DME)
Secondary 1Ds:

- Study Status
5 Record Verficaon My 201
Qverall Status. Completed
Study Start: December 2008
Primary Completion: December 2009 [Actual]
Study Completion: September 2010 [Actual]

First Submitted: November 7, 2008

First Submitted that November 7, 2008
Met QC Criteria:

First Posted: November 11, 2008 [Estimate]

Certification/Extension April 19, 2011
First Submitted:

Certification/Extension May 2, 2011
First Submitted that
Met QC Criteria:
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Certification/Extension May 5, 2011 [Estimate]
First Posted:

Last Update Submitted that September 27, 2013
Met QC Criteria:

Last Update Posted: October 28, 2013 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party: Sponsor

Collaborators: Bayer

- Oversight
| U.S. FDA-regulated Drug:
U.S. FDA-regulated Device:

Data Monitoring: No

- Study Description

Brief Summary. This is a Phase 2, doubled-masked, randomized study of the efficacy and safety of VEGF Trap-Eye in
subjects with diabetic macular edema. Approximately 200 subjects will be randomized in the US,
Canada, Australia and EU.

Detailed Description: Qualified subjects will be randomized to one of 5 treatment amms. The active (treatment) phase of the
study will be 52 weeks, with a 6 month safety follow-up

Conditions
| Conditions: Diabetic Macular Edema

Keywords:

- Study Design
| Study Type: Interventional

Primary Purpose: Treatment

Study Phase: Phase 2
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Interventional Study Model: Parallel Assignment

Number of Arms: 5

Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)

Allocation: Randomized

Enrolment. 219 [Actual]

- Arms and Interventions

Arms

Assigned Interventions

Experimental: 1
Dose 1

Biological: VEGF Trap-Eye
Intravitreal injection, repeating dose

Experimental: 2
Dose 2

Biological: VEGF Trap-Eye
Intravitreal injection, repeating dose

Experimental: 3
Dose 3

Biological: VEGF Trap-Eye
Intravitreal injection, repeating dose

Experimental. 4

Biological: VEGF Trap-Eye

Dose 4 Intravitreal injection, repeating dose
Active Comparator: 5 Procedure: macular laser therapy
Non-drug comparator laser every 16 weeks as needed
Other Names:
+ laser photocoagulation
~Qutcome Measures
Primary Outcome Measures.

1. Change in best corrected visual acuity
Week 24

Secondary Outcome Measures:

2. Change from baseline in foveal thickness
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\Weeks 24 and 52

- Eligibility
| Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers. No

Criteria: Inclusion Criteria:

o Patients with clinically significant DME with central involvement
o Adults 18 years or older with type 1 or 2 diabetes mellitus with diabetic macular edema
+ ETDRS BCVA: 20/40 to 20/320 (letter score of 73 to 24) in the study eye

Exclusion Criteria:

o History of vitreoretinal surgery in the study eye

+ Panretinal laser photocoagulation or macular laser photocoagulation in the study eye within 3
months of screening

+ Previous use of intraocular or periocular corticosteroids in the study eye within 3 months of
screening

+ Previous reatment with anti-angiogenic drugs in either eye (pegaptanit sodium, anecortave
acetate, bevacizumab, ranibizumab, etc) within 3 months of screening

+ Uncontrolled diabetes mellitus

+ Uncontrolled hypertension defined as systolic > 180mmHg or > 160 mmHg on 2 consecutive
measurements or diastolic > 100 mmHg on optimal medical regimen

« Qcular disorders in the study eye, other than DME, that may confound interpretation of study

results
Contacts/Locations
| Study Officials: Robert L Vitti, MD
Study Director
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Regeneron Phamaceuticals
Locations: United States, California
Artesia, California, United States, 90701
Beverly Hills, California, United States, 90211
Mountain View, Califomia, United States, 94040
Pasadena, California, United States, 91105
Sacramento, Califomia, United States, 85619
Santa Ana, Califoria, United States, 92705
United States, Connecticut
Hamden, Connecticut, United States, 06518
New London, Connecticut, United States, 06320
United States, Florida
Boynton Beach, Forida, United States, 33426
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33912
QOcala, Florida, United States, 34474
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33680
United States, Georgia
Augusta, Georgia, United States, 30909
United States, Hawaii
Honolufu, Hawaii, Unifed States, 96815
United States, Indiana

Indianapolis, Indiana, United States, 46280
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United States, Maine

Banger, Maine, United States, 04401
United States, Maryland

Baitimore, Maryland, United States, 21287
United States, Massachusetts

Boston, Massachusetts, United States, 02114
United States, Michigan

Jackson, Michigan, United States, 48104
United States, Missouri

Kansas City, Missouri, United States, 64108
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, New Jersey

New Brunswick, New Jersey, United States, 08901

Norinfield, New Jersey, United States, (8225

Toms River, New Jersey, United States, 08753
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Charlotte, North Carolina, United States, 26210

Raleigh, North Carolina, United States, 27607
United States, Ohio

Cincinnati, Ohio, United States, 45243

United States, Pennsylvania
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Pittsburgh, Pennsylvania, United States, 15213
United States, South Carolina

Greenville, South Carolina, United States, 29605

West Columbia, South Carolina, United States, 29169
United States, Tennessee

Nashville, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Arlington, Texas, United States, 76012

Austin, Texas, United States, 78705

Houston, Texas, United States, 77030

McAllen, Texas, United States, 78503

San Antonio, Texas, United States, 78215

San Antonio, Texas, United States, 78240
United States, Utah

Salt Lake City, Utah, United States, 84107
Austria

Wien, Austria, 1090
Canada, British Columbia

Vancouver, British Columbia, Canada, V5Z 3N9

Victoria, British Columbia, Canada, V8V 4X3
Canada, Ontario

London, Ontario, Canada, N6A 4G5

Mississauga, Ontario, Canada, LAW 1W9
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_ IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Seroliup fo secass the controls Serell tn the Study fop
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 0 L Gelober 7, 2005 Contacts/Locations and Study Status
N N i an
4 oo Decerberd 2008 Study Status

5 o 0 Febnsary 18, 2040 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O A November 18 2010 Study Status

A 41,2011 Study Status and Study Design

g O 0 Mag3 201 Study Status

n @ @ May .20 Study Status

1 SN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O dune 7 212 Recruitment Status, Study Status

3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format: ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: May 9, 2011 (v10)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central

Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With

Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verfication: May 2011

QOverall Status: Active, not recruiting
Study Start: July 2009
Primary Completion: October 2010 [Actual]
Study Completion: April 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Certification/Extension May 9, 2011
First Submitted:

Certification/Extension May 9, 2011
First Submitted that
Met QC Criteria:

Certification/Extension May 16, 2011 [Estimate]
First Posted:

Last Update Submitted that May 9, 2011
Met QC Criteria:

Last Update Posted: May 16, 2011 [Estimate]
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SponsoriCollaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators. Bayer

~Oversight
| U.S. FDA-requlated Drug:
U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment

Number of Ams: 2
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Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 189 [Actual]

Arms and Interventions

Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Qutcome Measures
| Primary Outcome Measures.

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

o Subjects atleast 18 years of age with center-involved macular edema secondary to CRVO with
mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Exclusion Criteria:

+ Previous treatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizumab, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration >9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704
United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
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Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califomia, Urited States, 95641
Torrance, California, United States, 90503
United States, Connecticut
New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida, United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgla
Augusta, Georgia, United States, 30909
United States, inois
Chicago, liinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryiand, United States, 21204
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United States, Massachusetts

Boston, Massachusetts, United States, 02114
United States, Michigan

Grand Rapids, Michigan, United States, 49525

Jackson, Michigan, United States, 48104
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, (8225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, Nerth Carolina, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklzhoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, United States, 97210

Salem, Oregon, United States, 97302

United States, Pennsylvania
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Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

West Columbia, South Carolina, United States, 29169
United States, South Dakofa

Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashille, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 76240
Canada, British Columbia

Vancouver, British Columbia, Canada, V5Z 3NS

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H2Y¢S
Canada, Ontario

London, Ontario, Canada, N6A 4V2

Mississauga, Ontario, Canada, LAW 1W8

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioquia

Medetin, Antioquia, Colombia
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Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034
India, Karnataka

Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Soroltun to aguess the contrels Soroft fo the Study ton
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 0 L Gelober 7, 2005 Contacts/Locations and Study Status
a0 rivar AR
4 oo Decerberd 2008 Study Status

5 o 0 Febnsary 18, 2040 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O A November 18 2010 Study Status

8 0 0O Fabriary 14, 2011 Study Status and Study Design

s B ® Mag3 2011 Study Status

n O 0 Mag§ 201 Study Status

1 SN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O June 7,284 Recrulment Status, Study Status

(KW Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format. ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: May 5, 2011 (v9)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central

Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With

Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verfication: May 2011

QOverall Status: Active, not recruiting
Study Start: July 2009
Primary Completion: October 2010 [Actual]
Study Completion: April 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that May &, 2011
Met QC Criteria:

Last Update Posted: May 6, 2011 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 189 [Actual]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2986

Samsung Bioepis Exhibit 1017, pg. 2986



Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704

United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califoria, United States, 95841
Torrance, California, United States, 90503

United States, Connecticut
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New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgia
Augusta, Georgia, United States, 30909
United States, lllinois
Chicago, lilinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryland, United States, 21204
United States, Massachusetts
Boston, Massachusetts, United States, 02114
United States, Michigan
Grand Rapids, Michigan, United States, 49525
Jackson, Michigan, United States, 48104
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United States, Nebraska

Lincoln, Nebraska, United States, 68508
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, 08225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, North Carofing, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklahoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, Urited States, 97210

Salem, Oragon, United States, 97302
United States, Pennsylvania

Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carclina

West Columbia, South Carolina, United States, 23168
United States, South Dakota
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Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashville, Tennesseg, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 78240
Canada, British Columbia

Vancouver, British Columbia, Canada, V57 3N9

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H 2Y9
Canada, Ontario

London, Cntario, Canada, N6A 4v2

Mississauga, Ontario, Canada, L4W 1W9

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioguia

Medetlin, Antioquia, Colombia
Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034

india, Karnataka
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Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing

| Plan to Share IPD:

- References

| Citations:
Links:

Available IPD/Information:

ol 4ot acoeas the comliols Serol o the Study fon
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2992

Samsung Bioepis Exhibit 1017, pg. 2992



Version: A | B | Submitted Date Changes

Jelober 7 2008 Contacts/Locations and Study Status

Z
o

4 o December 3 2005 Study Status

5 o 0 Febnsary 18, 2040 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O A November 18 2010 Study Status

A 41,2011 Study Status and Study Design

g O O May3, 2611 Study Status
n O 0 May .20 Study Status
1 SN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O June 7,284 Recrulment Status, Study Status

3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: February 11, 2011 (v8)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: February 2011
QOverall Status: Active, not recruiting
Study Start: July 2009
Primary Completion: April 2012 [Anticipated]
Study Completion: April 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that February 11, 2011
Met QC Criteria:

Last Update Posted: February 14, 2011 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 189 [Actual]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 2996

Samsung Bioepis Exhibit 1017, pg. 2996



Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704

United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califoria, United States, 95841
Torrance, California, United States, 90503

United States, Connecticut
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New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgia
Augusta, Georgia, United States, 30909
United States, lllinois
Chicago, lilinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryland, United States, 21204
United States, Massachusetts
Boston, Massachusetts, United States, 02114
United States, Michigan
Grand Rapids, Michigan, United States, 49525
Jackson, Michigan, United States, 48104
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United States, Nebraska

Lincoln, Nebraska, United States, 68508
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, 08225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, North Carofing, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklahoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, Urited States, 97210

Salem, Oragon, United States, 97302
United States, Pennsylvania

Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carclina

West Columbia, South Carolina, United States, 23168
United States, South Dakota
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Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashville, Tennesseg, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 78240
Canada, British Columbia

Vancouver, British Columbia, Canada, V57 3N9

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H 2Y9
Canada, Ontario

London, Cntario, Canada, N6A 4v2

Mississauga, Ontario, Canada, L4W 1W9

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioguia

Medetlin, Antioquia, Colombia
Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034

india, Karnataka
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Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing

| Plan to Share IPD:

- References

| Citations:
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 O L Gelober 7, 2005 Contacts/Locations and Study Status
N N i an
4 oo Decerberd 2008 Study Status

5 o 0 Febnsary 18, 2040 Contacts/Locations and Study Status

6 OIS Jufv 2 2810 Recruitment Status, Study Status and Confacts/Locations

7 & @ November 18 2010 Study Status

A 41,2011 Study Status and Study Design

g O O May3, 2611 Study Status
n O 0 May .20 Study Status
1 SN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O June 7,284 Recrulment Status, Study Status

(KRR Al 46, 2013 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: November 18, 2010 (v7)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: November 2010
QOverall Status: Active, not recruiting
Study Start: July 2009
Primary Completion: January 2011 [Anticipated]
Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that November 18, 2010
Met QC Criteria:

Last Update Posted: November 19, 2010 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye
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Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704

United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califoria, United States, 95841
Torrance, California, United States, 90503

United States, Connecticut
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New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgia
Augusta, Georgia, United States, 30909
United States, lllinois
Chicago, lilinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryland, United States, 21204
United States, Massachusetts
Boston, Massachusetts, United States, 02114
United States, Michigan
Grand Rapids, Michigan, United States, 49525
Jackson, Michigan, United States, 48104
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United States, Nebraska

Lincoln, Nebraska, United States, 68508
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, 08225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, North Carofing, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklahoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, Urited States, 97210

Salem, Oragon, United States, 97302
United States, Pennsylvania

Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carclina

West Columbia, South Carolina, United States, 23168
United States, South Dakota
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Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashville, Tennesseg, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 78240
Canada, British Columbia

Vancouver, British Columbia, Canada, V57 3N9

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H 2Y9
Canada, Ontario

London, Cntario, Canada, N6A 4v2

Mississauga, Ontario, Canada, L4W 1W9

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioguia

Medetlin, Antioquia, Colombia
Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034

india, Karnataka
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Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing

| Plan to Share IPD:

- References

| Citations:
Links:

Available IPD/Information:
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 O L Gelaber 72005 Contacts/Locations and Study Status

4 0 O Decemberssong Sudy Status

5 o 0 Februany 18, 2018 Contacts/Locations and Study Status

6 8 sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O A November 18 2010 Study Status

8 U O rFabuay 11,261 Study Status and Study Design

g O 0 Mag3 201 Study Status
n O 0 May .20 Study Status
o Q¢ Miarch 28, 2012 Sponsor/Collaborators, Study Status and Contacts/Locations
QO Mach28.2012 SponsorCollaborators, Study Status and Contacts/Locat
12 O ':\ June 7 2012 Recruitment Status, Study Status
oG Apl 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics an
(K Anii 16 2013 Outcome M Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: July 2, 2010 (v8)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: April 2010

QOverall Status: Active, not recruiting
Study Start: July 2009
Primary Completion: January 2011 [Anticipated]
Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that July 2, 2010
Met QC Criteria:

Last Update Posted: July 5, 2010 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3016

Samsung Bioepis Exhibit 1017, pg. 3016



Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704

United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califoria, United States, 95841
Torrance, California, United States, 90503

United States, Connecticut
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New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgia
Augusta, Georgia, United States, 30909
United States, lllinois
Chicago, lilinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryland, United States, 21204
United States, Massachusetts
Boston, Massachusetts, United States, 02114
United States, Michigan
Grand Rapids, Michigan, United States, 49525
Jackson, Michigan, United States, 48104
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United States, Nebraska

Lincoln, Nebraska, United States, 68508
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, 08225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, North Carofing, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklahoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, Urited States, 97210

Salem, Oragon, United States, 97302
United States, Pennsylvania

Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carclina

West Columbia, South Carolina, United States, 23168
United States, South Dakota
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Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashville, Tennesseg, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 78240
Canada, British Columbia

Vancouver, British Columbia, Canada, V57 3N9

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H 2Y9
Canada, Ontario

London, Cntario, Canada, N6A 4v2

Mississauga, Ontario, Canada, L4W 1W9

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioguia

Medetlin, Antioquia, Colombia
Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034

india, Karnataka
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Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing

| Plan to Share IPD:

- References

| Citations:
Links:

Available IPD/Information:

ol 4ot acoeas the comliols Serol o the Study fon
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 O L Gelober 7, 2005 Contacts/Locations and Study Status
' N i an
4 oo Decerberd 2008 Study Status

5 @ @ February 18, 2040 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O A November 18 2010 Study Status

A 41,2011 Study Status and Study Design

g O O May3, 2611 Study Status
n 00 May§. 281 Study Status

LIYEY

1 SR March 28 2012 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O June 7,284 Recrulment Status, Study Status

3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: February 18, 2010 (v5)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: February 2010
Overall Status: Recruiting
Study Start: July 2009
Primary Completion: January 2011 [Anticipated]
Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that February 18, 2010
Met QC Criteria:

Last Update Posted: February 22, 2010 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye
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Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave

acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye
+ CRVO disease duration > 9 months from date of diagnosis
+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in

the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Central Contact: Irma Alvarez
Telephone: 626-333-3213
Email: ima.alvarez@parexel.com

Central Contact Backup: Heather Evans, BA
Telephone: 914-345-7562
Email: heather.evans@regeneron.com

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona

[Recruiting]
Phoenix, Arizona, United States, 85014

[Recruiting]
Phoenix, Arizona, United States, 85020

[Recruiting]
Tucson, Arizona, United States, 85704

United States, California

[Recruiting]
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Arcadia, California, United States, 91007

[Recruiting]
Beverly Hills, California, United States, 90211

{Recruiting]
La Jolla, California, United States, 92037

[Recruiting]
Mountain View, Califomia, United States, 94040

[Recriting]
Oakland, Cafifornia, United States, 94609

{Not yet recruiting]
Oxnard, California, United States, 93030

[Not yet recruiting]
Sacramento, Califomia, United States, 95817

[Recruiting]
Sacramento, Califomia, United States, 95841

{Not yet recnting]
Torrance, California, United States, 90503

United States, Connecticut

[Recruiting]
New London, Connecticut, United States, 06320

United States, Florida

[Terminated]

Altamente Springs, Florida, United States, 32701
[Recruiting]

Fort Lauderdale, Florida, United States, 33334

[Recruiting]
Fort Myers, Florida, United States, 33907

{Terminated)
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Fort Myers, Florida, United States, 33912

[Not yet recruting]
Jacksonville, Florida, Unitad States, 32224

{Recruiting]
Miami, Florida, United States, 33143

[Recruiting]
Paim Beach Gardens, Florida, United States, 33410

[Recruiting]
Winter Haven, Florida, United States, 33680

United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, lllinois

[Not yet recruiting]
Chicago, Hlinais, United States, 60612

United States, Indiana

[Withdrawn]
Indianapolis, Indiana, United States, 46290

United States, Kansas

[Recruiting]
Wichita, Kansas, United States, 67214

United States, Maryland

[Recruiting]
Baitimore, Maryland, United States, 21209

[Recruiting]
Hagerstown, Maryland, United States, 21740

[Recruiting]
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Towson, Maryiand, United States, 21204
United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Grand Rapids, Michigan, United States, 49525

[Recruiting]
Jackson, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506

United States, Nevada

[Recruiting]
Las Vegas, Nevada, United States, 89135

United States, New Jersey

[Recruiting]
Northfield, New Jersey, United States, 08225

[Recruiting]
Toms River, New Jersey, United States, 08755

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Withdrawn]
Raleigh, North Caroling, United States, 27607

[Recruiting]
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Winston-Salem, North Caroling, United States, 27157
United States, Chio

[Not yet recruiting]
Cleveland, Chio, United States, 44195

United States, Oklahoma

[Recruiting]
Oklahoma City, Oklahoma, United States, 73104

United States, Oregon

[Recruiting]
Portland, Cregon, United States, 97210

[Recruiting]
Salem, Oregon, United States, 97302

United States, Pennsylvania

[Recruiting]
Kingston, Pennsylvania, United States, 18704

[Not yet recruiting]
Philadelphia, Pennsylvania, United States, 19107

[Terminated]
Pittsburgh, Pennsyivania, United States, 15213

United States, South Carclina

[Recruiting]
West Columbia, South Carolina, United States, 29169

United States, South Dakofa

[Recruiting]
Rapid City, South Dakota, United States, 57701

United States, Tennessee

[Recruiting]
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Nashville, Tennessee, United States, 37203
United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Not yet recniting]
Austin, Texas, United States, 78705

[Recruiting]
Ft Worth, Texas, United States, 76102

[Recruiting]
Houston, Texas, United States, 77030

[Recruiting]
San Antonio, Texas, United States, 78240

Canada, British Columbia

[Recruiting]
Vancouver, British Columbia, Canada, V5Z 3N%

{Recruiting]
Victoria, British Columbia, Canada, V8Y 4X3
Canada, Nova Scotia

{Recruiting]
Halifax, Nova Scotia, Canada, B3H 2Y9

Canada, Onfario

[Recruiting]
London, Ontario, Canada, NEA 42

[Recruiting]
Mississauga, Ontario, Canada, LAW W8

[Not yet recruiting]
Ottawa, Ontario, Canada, K1S OP1
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{Not yet recruiting]
Toronto, Ontario, Canada, M4N 3M5

Colombia, Antioguia

{Not yet recruiting]
Medetlin, Antioquia, Colombia

Colombia, Valle del Cauca

{Not yet recruiting]
Cali, Valle del Cauca, Colombia

Colombia

[Not yet recruiting]
Bogota, Colombia

India, A.p.

[Not yet recruiting]
Hyderabad, A.p., India, 500034

India, Delhi

[Not yet recruiting]
New Delhi, Delhi, india, 110029

india, Kamataka

[Not yet recruiting]
Bangalore, Kamataka, India, 560010

India, Kerala

[Not yet recruiting]
Ernakulam, Keralg, india, 683572

India, Maharashtra

[Not yet recruiting]
Mumbai, Maharashtra, Indig, 400050

[Not yet recruiting]
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Mumbai, Maharashtra, India, 400058
India, Orissa

[Not yet recruiting]
Bhubaneswar, Orissa, India, 751024

India, Pondy

[Not yet recruiting]
Pondicherry, Pondy, India, 605007

India, Tamil Nadu

[Not yet recruiting]
Madurai, Tamil Nadu, India, 625020

India, Tamilnadu

[Not yet recruiting]
Chennai, Tamiinadu, India, 600 006

[Not yet recruiting]
Coimbatore, Tamilnadu, India, 641014

India, West Bengal

[Not yet recruting]
Koikata, West Bengal, india, 700073

srael, Be'er Yakov

[Not yet recruiting]
Ziifin, Be'er Yakov, israel, 70300

Israel

[Recruiting]
Kfar-Saba, Israel, 44281

[Recruiting]
Pstah Tikva, Israel, 49100

[Recruiting]
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Rehovot, Israel, 76100

[Recruiting]
| Tel Aviv, Israel, 64239
- IPDSharing
| Plan to Share IPD:
~References
| Citations:
Links:

Available IPD/Information:

Seroliyn o accass tha condmis

Seroll fo the Study lon

(.5, National Librasy of Merdinine | U5, Nalional Instlutes of

tHealh | S, Renartment of Health & Himan Senvices
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes
3 O L Gelober 7, 2005 Contacts/Locations and Study Status
4 ® & pecspe 3. 2005 Study Status
5 o 0 Febnsary 18, 2040 Contacts/Locations and Study Status
6 O 0 sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O O Noverber 18, 2010 Study Status
8 0 0O Fabriary 11, 2011 Study Status and Study Design
g O 0 Mag3 201 Study Status
oM & A
10 WA May g 2011 Study Status
1 o Q March 28, 2012 Sponsor/Collaborators, Study Status and ContactsiLocations
2 O G June 7,201 Recruilment Status, Study Status
3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow
& Merged
. h
Comparison Format ’ ,
L Side-by-Side
Soroft up 1o access the confrols
Study NCT00943072
Submitted Date: December 3, 2009 (v4)

- Study |dentification

Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: December 2009
Overall Status: Recruiting
Study Start: July 2009
Primary Completion: January 2011 [Anticipated]
Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that December 3, 2009
Met QC Criteria:

Last Update Posted: December 4, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye
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Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Central Contact: Irma Alvarez
Telephone: 626-333-3213
Email: ima.alvarez@parexel.com

Central Contact Backup: Heather Evans, BA
Telephone: 914-345-7562
Email: heather.evans@regeneron.com

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona

[Recruiting]
Phoenix, Arizona, United States, 85020

[Recruiting]
Tucson, Arizona, United States, 85704

United States, California

[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
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Qakland, California, United States, 94609

[Recruiting]
Sacramento, Califomia, United States, 95641

United States, Florida

[Recruiting]
Altamonte Springs, Florida, United States, 32701

[Recruiting]
Fort Myers, Florida, United States, 33907

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Winter Haven, Florida, United States, 33880

United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46290

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Ann Arbor. Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506
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United States, New Jersey

[Recruiting]
Northfield, New Jersey, United States, 08225

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Raleigh, North Caroling, United States, 27607

United States, Oregon

[Recruiting]
Portland, Oregon, United States, 97210

United States, South Carolina

[Recruiting]
West Columbia, South Carofin, United States, 29169

United States, South Dakota

[Recruiting]
Rapid City, South Dakota, United States, 57701

United States, Tennessee

[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Fort Worth, Texas, United States, 76102

[Recruiting]
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Houston, Texas, United States, 77030

- IPDSharing
| Plan to Share IPD:

References

Citations:
Links:

Available IPD/Information:
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes
3 ® @ Gelaber 72005 Contacts/Locations and Study Status
4 0 O Decemberssong Sudy Status
5 o ¢ Febriary 18, 2018 Contacts/Locations and Study Status
6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O O Noverber 18,2010 Study Status
8 U O rFabuay 11,261 Study Status and Study Design
g O 0O Mag3 201 Study Status
n O 0 May .20 Study Status
1 SIEN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations
2 O O dune 7 212 Recruitment Status, Study Status
3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow
Comparison Format @i Mlerged ,
L Side-by-Side
SCIoH o access the conlrols
Study NCT00943072

Submitted Date: QOctober 7, 2009 (v3)

- Study |dentification

Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
‘ Record Verification: October 2009

Overall Status: Recruiting

Study Start: July 2009
Primary Completion: January 2011 [Anticipated]
Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that October 7, 2009
Met QC Criteria:

Last Update Posted: October 8, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye
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Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Central Contact: Irma Alvarez
Telephone: 626-333-3213
Email: ima.alvarez@parexel.com

Central Contact Backup: Heather Evans, BA
Telephone: 914-345-7562
Email: heather.evans@regeneron.com

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona

[Recruiting]
Phoenix, Arizona, United States, 85020

[Recruiting]
Tucson, Arizona, United States, 85704

United States, California

[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
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Qakland, California, United States, 94609

[Recruiting]
Sacramento, Califomia, United States, 95641

United States, Florida

[Recruiting]
Altamonte Springs, Florida, United States, 32701

[Recruiting]
Fort Myers, Florida, United States, 33907

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Winter Haven, Florida, United States, 33880

United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46290

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Ann Arbor. Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506
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United States, New Jersey

[Recruiting]
Northfield, New Jersey, United States, 08225

United States, New York

[Recruiting]
Rochester, New York, United States, 14620

United States, North Carolina

[Recruiting]
Raleigh, North Caroling, United States, 27607

United States, Oregon

[Recruiting]
Portland, Oregon, United States, 97210

United States, South Carolina

[Recruiting]
West Columbia, South Carofin, United States, 29169

United States, South Dakota

[Recruiting]
Rapid City, South Dakota, United States, 57701

United States, Tennessee

[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Fort Worth, Texas, United States, 76102

[Recruiting]
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Houston, Texas, United States, 77030

- IPDSharing
| Plan to Share IPD:

References

Citations:
Links:

Available IPD/Information:
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

-~ Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)

2 @ @ Geplember 3, 2808 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 O L Gelaber 72005 Contacts/Locations and Study Status

4 0 O Decemberssong Sudy Status

5 o ¢ Febriary 18, 2018 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O O Noverber 18,2010 Study Status

A 41,2011 Study Status and Study Design

g O O May3, 2611 Study Status
n O 0 May .20 Study Status
1 SN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O June 7,284 Recrulment Status, Study Status

3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: September 3, 2009 (v2)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: September 2009
Overall Status: Recruiting
Study Start: July 2009
Primary Completion: January 2011 [Anticipated]
Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that September 3, 2009
Met QC Criteria:

Last Update Posted: September 4, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye
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Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration > 9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Central Contact: Suzanne Bates, RN
Telephone: 804-443-3656
Emalil: suzanne.bates@parexel.com

Central Contact Backup: Heather Evans, BA
Telephone: 914-345-7562
Email: heather.evans@regeneron.com

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona

[Recruiting]
Phoenix, Arizona, United States, 85020

[Recruiting]
Tucson, Arizona, United States, 85704

United States, California

[Recruiting]
Beverly Hills, California, United States, 90211

[Recruiting]
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QOakland, California, United States, 94609
United States, Florida

[Recruiting]
Altamonte Springs, Florida, United States, 32701

[Recruiting]
Fort Myers, Florida, United States, 33907

[Recruiting]
Fort Myers, Florida, United States, 33912

[Recruiting]
Winter Haven, Florida, United States, 33680

United States, Georgia

[Recruiting]
Augusta, Georgia, United States, 30909

United States, Indiana

[Recruiting]
Indianapolis, Indiana, United States, 46290

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Ann Arbor, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506

United States, South Carolina

[Recruiting]
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West Columbia, South Caroling, United States, 29169
United States, South Dakota

[Recruiting]
Rapid City, South Dakota, United States, 57701

United States, Tennessee

[Recruiting]
Nashville, Tennessee, United States, 37203

United States, Texas

[Recruiting]
Abilene, Texas, United States, 79606

[Recruiting]
Fort Worth, Texas, United States, 76102

[Recruiting]
Houston, Texas, United States, 77030

- IPDSharing

Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Seroli up I oness the comrols

Sorolt o the Sty ton
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

-~ Study Record Versions

(5]

Version: A Submitted Date Changes

@&
@

i July 26, 2008 None (earliest Version on record)

R

2 o 0 Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 O L Gelaber 72005 Contacts/Locations and Study Status

4 0 O Decemberssong Sudy Status

5 o ¢ Febriary 18, 2018 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O O Noverber 18,2010 Study Status

A 41,2011 Study Status and Study Design

g O O May3, 2611 Study Status
n O 0 May .20 Study Status
1 SN March 28, 2912 Sponsor/Collaborators, Study Status and Contacts/Locations

2 O O June 7,284 Recrulment Status, Study Status

3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow

& Merged

Comparison Format ,
L Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: July 20, 2009 (v1)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: July 2009
Overall Status: Recruiting
Study Start: July 2009

Primary Completion: January 2011 [Anticipated]

Study Completion: August 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Last Update Submitted that July 20, 2009
Met QC Criteria:

Last Update Posted: July 21, 2009 [Estimate]

- Sponsor/Collaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party:

Collaborators: Bayer

- Oversight
| U.S. FDA-requlated Drug:
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U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

- Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 165 [Anticipated]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Outcome Measures
| Primary Qutcome Measures:

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
5 Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
o Subjects at least 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye
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Exclusion Criteria:

s Previous reatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave

acetate, bevacizuman, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye
+ CRVO disease duration > 9 months from date of diagnosis
+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in

the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Central Contact: Suzanne Bates, RN
Telephone: 804-443-3656
Emalil: suzanne.bates@parexel.com

Central Contact Backup: Heather Evans, BA
Telephone: 914-345-7562
Email: heather.evans@regeneron.com

Stuay Officials: Robert Vitti, MD
Study Director
Regeneron Phamaceuticals

Locations: United States, California

[Recruiting]
Beverly Hills, California, United States, 90211

United States, Florida

[Recruiting]
Winter Haven, Florida, United States, 33880

United States, Georgia

[Not yet recruiting]
Augusta, Georgia, United States, 30909
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United States, Indiana

[Not yet recruiting]
Indianapolis, Indiana, United States, 46290

United States, Massachusetts

[Recruiting]
Boston, Massachusetts, United States, 02114

United States, Michigan

[Recruiting]
Ann Arbor, Michigan, United States, 48104

United States, Nebraska

[Recruiting]
Lincoln, Nebraska, United States, 68506

United States, South Carolina

[Not yet recruiting]
West Columbia, South Carolina, United States, 29169

United States, South Dakota

[Recruiting]
Rapid City, South Dakota, United States, 57701

United States, Texas

[Not yet recruiting]
Fort Worth, Texas, United States, 76102

[Recruiting]
Houston, Texas, United States, 77030

- IPDSharing
| Plan to Share IPD:

- References

Citations:
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Links:

Available IPD/Information:
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b 13 National Library of Madicing

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)

Latest version {submitted April 18 2043 an ClinicalTrials.oov

s A study version is represented by a row in the table.

s Select two study versions to compare. One each from columns A and B,

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are o be displayed. The Side-by-Side format only
applies fo the Protocol section of the study.

s Click "Compare” to do the comparison and show the differences.

» Select a version's Submitied Dete fink fo see a rendering of the study for that version.

s The yellow A8 choices in the tabie indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.

s Hover over the "Recruitment Stalus" to see how the study's recruitment status changed.

o Study edits or deletions are displayed in sed.

Study Record Versions

Version

Submitted Date

Changes
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Version; A | B | Submitted Date Changes
1 SIRG July 26 2005 None (earliest Version on record)
2 SRR Seolerber 3, $008  ContactsiLocations and Study Status
3 o G fefoner 7 2009 Contacts/Locations and Study Status
4 0 G Deoomper3 2000 Study Status
5 O 0 Febraary 18, 2010 Contacts/Locations and Study Status
6 0 0 duly 2 2030 Recruitment Status, Study Status and Contacts/Locations
7 O 0 e 18,2010 Study Status
8 Q¢ Februany 11 2041 Study Status and Study Design
g O G Way S 20t Study Status
n O G Way 2,201 Study Status
1 g 0 March 28 2012 Sponsor/Collaborators, Study Status and Contacts/Locations
2 O 0 Juwel212 Recuilment Status, Stuy Stalus
13 @ @ Aprl 18, 2013 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow
Comparison Format &f? Mlerged ,
U Side-by-Side
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Sernilun o access the condmis

Study NCT00943072
Submitted Date: April 16, 2013 (v13)

Study Identification
| Unigue Protocol ID: VGFT-OD-0819

Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central

Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerability of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With

Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
| Record Verification: April 2013
QOverall Status: Completed
Study Start: July 2009
Primary Completion: October 2010 [Actual]
Study Completion: April 2012 [Actual]

First Submitted: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Results First Submitted: October 19, 2012
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Results First Submitted that April 16, 2013
Met QC Criteria:

Results First Posted: May 27, 2013 [Estimate]

Certification/Extension May 9, 2011
First Submitted:

Certification/Extension May 9, 2011
First Submitted that
Met QC Criteria:

Certification/Extension May 16, 2011 [Estimate]
First Posted:

Last Update Submitted that April 16, 2013
Met QC Criteria:

Last Update Posted: May 27, 2013 [Estimate]

- Sponsor/Collaborators

Sponsor. Regeneron Pharmaceuticals
Responsible Party: Sponsor

Collaborators. Bayer

- Oversight
| U.S. FDA-requlated Drug:
U.S. FDA-requlated Device:

Data Monitoring: Yes

- Study Description
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Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

~Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-comected visual acuity
Regeneron
COPERNICUS

Study Design
5 Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment
Number of Arms; 2
Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enrolment. 189 [Actual]

- Arms and Interventions

Arms Assigned Interventions
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Arms Assigned Interventions

Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint

Sham Comparator. Sham Drug: Sham
Monthly Sham IVT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary

Endpoint
- Qutcome Measures

{5 Reayts Section !

- Eligibility
| Minimum Age: 18 Years
Maximum Age:
Sex: Al
Gender Based:
Accepts Healthy Volunteers: No
Criteria: Inclusion Criteria:
+ Subjects atleast 18 years of age with center-involved macular edema secondary to CRVO with

mean central retinal thickness 2 250 ym on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Exclusion Criteria:

+ Previous treatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizumab, ranibizumab, etc.)
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+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

» CRVO disease duration > 9 months from date of diagnosis

+ Previous use of infraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovascularization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Study Officials: Clinical Trial Management
Study Director
Regeneron Pharmaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704

United States, California

Arcadia, Califomia, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
Mountain View, Califomia, United States, 94040
QOakland, California, United States, 94609
Sacramento, California, United States, 95841
Torrance, California, United States, 90503

United States, Connecticut

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3076

Samsung Bioepis Exhibit 1017, pg. 3076



New London. Connacticut, United States, 06320
United States, Florida
Altamonte Springs, Florida, United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgia
Augusta, Georgia, United States, 30909
United States, lflinois
Chicago, liinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryiand, United States, 21204
United States, Massachusetts
Boston, Massachusetls, United States, 62114

United States, Michigan
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Grand Rapids, Michigan, United States, 49525

Jackson, Michigan, United States, 48104
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, 08225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Saiem, North Carolina, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklahoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Oregon, Urited States, 97210

Satem, Oregon, United States, 87302

United States, Pennsylvania
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Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 156213
United States, South Carolina

West Columbia, South Caralina, United States, 29169
United States, South Dakofa

Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashville, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 76240
Canada, British Columbia

Vancouver, British Columbia, Canada, Y5Z 3N9

Victoria, Brifish Columbia, Canada, Y8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H 2Y9
Canada, Ontario

London, Cntario, Canada, N6A 4V2

Mississauga, Ontario, Canada, L4W 1W8

Toronto, Cntario, Canada, M4N 3M5
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Colombia, Antioquia

Medellin, Antioquia, Colombia
Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034
India, Karnataka

Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:
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Study Results

- Participant Flow
| Recruiiment Details The study was conducted at 55 study centers in the United States, Canada, Columbia, India, and
Israel. The recruitment period occurred between C8 Jut 2009 and 29 Apr 2010,
Pre-assignment Details 273 participants were screenad, 189 randomized, and 188 were included in the Safety Analysis
Set (SAF). The Full Analysis Set (FAS) included 187 participants with at least one post-baseling
assessment.
Reporting Groups
Description

Intravitreal Affibercept njection Participants received a 2 mg Intravitreal Aflibercept Injection (IA1) every 4 weeks (2Q4) from
(EYLEA, VEGF Trap-Eye) Baseline {Day 1) to Week 24.

Starting at week 24 throuigh week 52, participants were evaluated manihly to receive either the 2
mg IAl PRN or sham injection according to the protocol re-treatment criteria as assessed by the
masked physician. If none of the re-treatment criteria were met, parficipants received a sham
injection.

From Week 52 to 100, participants were evaluated avery three months, but could receive
injections of |A! up to monthly if re-treatment criteria were met; sham injections were not given.
Participants were observed from Week 24 to Week 100. Participants in the safety popuiation that
completed Week 24 were at risk.
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Sham Treatment

Participants received sham treatment every 4 weeks from Baseline (Day 1) to Week 24,

Starting at week 24 through week 52, participants were eligible for active treatment and were
evaluated monthly to receive either 2 mg |Al PRN or sham injection according to the protocel re-
treatment critenia as assessed by the masked physician.

From Week 52 to 100, participants were evaluated every three months, but could receive
injections of 1Al up to monthly if re-treatment criteria were met; sham injections were not given.

Cverall Study

Intravitreal Afiibercept Injection (EYLEA, VEGF Sham Treatment
Trap-Eye)
Started 115 74
Participants Received Treatment 14 1 74
Full Analysis Set (FAS) Population 14 4 7
Completed o 60 ¥
Not Completed 5 14
Adverse Event ¢ 3
Death ¢ Z
Withdrawal by Subject 3 1
Protocol Violation ¢ 1
Lost fo Follow-up 1 2
Lack of Efficacy 0 4
COther 1 1
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iy Safety population (SAF)

w2t FAS population used for analysis of Primary and Secondary Outcome Measures

21 110 Participants completed Week 24, From FAS: 102 Participants completed up to Week 100, From SAF
i) 60 Participants completed Week 24, From FAS; 50 Participants completed up to Week 100, From SAF

Baseline Characteristics

Reporting Groups

Description

Intravitreal Afiibercept Injection  Participants received a 2 mq Intravitreal Aflibercept Injection (IA) every 4 weeks (2Q4) from
(EYLEA VEGF Trap-Eye) Baseline (Day 1) to Week 24.

Sham Treatment Participants recsived sham treatment every 4 weeks from Baseline {Day 1) to Week 24.

Baseline Maasures

Intravitreal Afiibercept Sham Treatment Total
Injection (EYLEA, VEGF
Trap-Eye)
Overall Number of Participants 114 74 188
Age Continuous Number 114 Participants 74 Patticipants 188 Participants
Mean (Standard Devietion) | Anafyzed
Unit of measure: years
65.5 (13.57) 67.5 (14.22) 66.3 (13.83)
Sex: Female, Male Number 114 Parlicipanis 74 Participants 188 Participants
Measure type: Count of Analyzed
Participants
Unit of measure; Participants Female 45 3947% 35 473% 80 4255%
Male 69 6053% 39 5271% 106 5745%
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Intravitreal Aflibercept Sham Treatment Total
Injection (EYLEA, VEGF
Trap-Eye)
Ethnicity (NIH/OMB) Number 114 Participants 74 Paiticipants 188 Participants

Measure type: Count of Analyzed

Participants

Unit of measure: Participants Hispanic or 18 1579% 12 16.22% 3 15.96%
Lafino
Not Hispanic 9% 8421% 62 83.78% 158 84.04%
or Latino
Unknown or 0 0% 0 0% 0 0%
Not Reported

Race {NIH/OMB) Number 114 Parlicipants 74 Pagticipants 188 Participants

Measure type: Count of Analyzed

Participants

Unit of measure: Participants American 2 175% 0 0% 2 1.068%
Indian or
Alaska Native
Asian 7 6.14% 2 2T% 9 479%
Native 0 0% 1 1.35% T 05%%
Hawaiian or
QOther Pacific
Islander
Black or 5 43%% 5 6.76% 10 5.32%
African
American
White 88 71.19% 60 81.08% 148 78.72%
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Intravitreal Aflibercept Sham Treatment Total
Injection (EYLEA, VEGF
Trap-Eye)
More than 12 1053% 6 811% 18 957%
one race
Unkncwn cr 0 0% 0 0% 0 0%
Not Reported
Baseline Retinal Number 114 Participants T4 Participants 188 Pardicipants
Thickness by Optical Analyzed
Coherence Tomography
{OCT)
Mean (Standard Deviation) 661.7 (23737) 678.4 (248.66) 668.1 (241.23)
Unit of measure: microns
Basefine National Eye Number 114 Participants T4 Paiticipants 188 Pagticipants
Institute 25-item Visual | Analyzed
Function Questionnaire
(NE! VFQ-25) Total Score
fi
Mean (Standarci Deviation) 7767 {15.9) 78.01 (16.26) 7781 (16.04)
Unit of measure; scores on a
scale
U Measure Description: The NE! VFQ-25 total score ranges from 0-100 with a
score of 0 being the warst outcome and 100 being the best outcome. The NE
VFQ questionnaire is organized as a callection of subscales which are all
scored from 0-100. To reach the overall composite score, each sub-scale score
is averaged in orcler to give each sub-scale equal weight.
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Intravitreal Aflibercept Sham Treatment Total
Injection (EYLEA, VEGF
Trap-Eye)
Rasaline Intraocular Number 114 Participants 74 Paiticipants 188 Participants
Pressure Analyzed
Mean (Standard Devialion) 2 ot
Unit of measure: milimeters of 191 (3.29) 120 (283) 0.1 {3.09)
mercury (mmHg)
Number of Participants | Number 114 Parficipants 74 Participants 188 Participants
with Retinal Perfusionat | Analyzed
Baseline
Measure type: Number
Unil of measure: participants
Perfused 77 6754% 50 6757% 127 67.55%
Non-Perfused 17 1491% 12 18.22% 29 15.43%
Indeterminate 20 1754% 12 18.22% 3 1702%

M Measure Description:

Retinal Perfusion defined as less than 10 disc areas of capillary non-perfusion
using fluorescein angiography (FA).

Non-Perfused defined as greater than or equal to 10 disc areas of non-
perfusion.

Indeterminate defined as not able to be defermined by the reading center, for
the purposes of analysis, indeterminate patients were considered non-perfused.
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Intravitreal Aflibercept Sham Treatment Total

Injection (EYLEA, VEGF
Trap-Eye)
Raseline Best Corracted | Number 144 Participants 74 Patticipants 188 Participants
Visual Acuity (BCVA) Analyzed
Loter Sore " y 507 (1390) 187 (1441) 499 (14.10)
Mean (Standard Deviation)
Unit of measure; letters
correctly read
M Measure Description: Only participants with an ETDRS {Early Treatment
Diabetic Retinopathy Study) Best Corrected Visual Acuity letter score of 73 to
25 (= Acuity of 20/40 to 20/320) in the study eye at 4 meters were included: a
higher score represents better funclioning.
Time Since Central Retinal |Number 114 Participants T4 Paiticipants 188 Participants
Yein Occlusion {CRVO) | Analyzed
Diagnosis

Measure type: Number
Unil of measure: participants

<= 2 Months 64 56.14% 53 T162% "7 62.28%
> 2 Months 45 4298% 21 28.38% 70 37.23%
Missing 1 0.88% 0 0% 1 058%
- Quicome Measures

1. Primary Qutcome Measure:
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Measure Title Percentage of Participants Who Gained at Least 15 Letters in BCVA at Week 24 as Measured by
ETDRS Letter Score

Measure Descrintion Percentage values indicate the number of subjects in each am who were able to read an
additional 15 letters or more at Week 24 compared to baseline.

Defined study baseline range of ETORS Best Corrected Visual Acuity letter score of 73 to 24
letters (= Acuity of 20/40 to 20/320) in the study eye: a higher score represents better
functioning.

Time Frame Bassline and at Week 24

Analysis Population Descrintion

Full Analysis Set

Reporting Groups

Description

Infravitreal Afiibercept Injection | Parficipants received a 2 m Intravitreal Aflibercept Injection (IA1) every 4 weeks (2Q4) from

(EYLEA, VEGF Trap-Eye) Baseline (Day 1) to Week 24,
Sham Treatment Participants received sham treatment every 4 weeks from Baseline (Day 1) to Week 24.
Measured Values
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Intravitreal Aflibercept injection (EYLEA, Sham Treatment

VEGF Trap-Eye)
Overalf Number of Participants Analyzed 114 73
Percentage of Participants Who Gained at 64 9

Least 15 Letters in BOVA at Week 24 as
Measured by ETDRS Letter Score

Measure Type: Number
Unit of Measure: percentage of participants

Statistical Analysis 1 for Percentage of Participants Who Gained at Least 15 Letters in BCVA at Week 24 as Measured by ETDRS
Letter Score

Statistical Comparison Groups | Intravitreal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment
Anaiy§|s Comments|  [Not specified]
Overview
Type of Statistical Test| Superiority or Other (legacy)

Comments|  [Not specified]
Statistical P-Valug < 0.0001
festof _ Comments|  P-value for the primary endpoint was calculated using 2-sided Cochran-Mantel-
Hypothesis

Haensze! test agjusted by regions (North America vs. Rest of World) and
baseline BCVA (BCVA > 20/200 and BCVA < 20/200)

Method | Cochran-Mantel-Haenszel

Comments|  CMH adjusted difference

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3089

Samsung Bioepis Exhibit 1017, pg. 3089



Method of Estimation Parameter | Risk Difference (RD)

Estimation

Estimated Valus |44.8

Confidence Interval | (2-sided) 95%

33.0t056.6

Estimation Comments|  The Risk Difference (RD) indicates the difference between the IA! (EYLEA,

VEGF Trap-Eye) Treatment group minus the Sham Treatment group.

2. Secondary Qutcome Measure:

Measure Title Change From Baseline in BCVA as Measured by ETDRS Letter Score at Week 24 - Last
Observation Carried Forward (LOCF)

Measure Descrintion Defined study baseline range of ETDRS Best Corrected Visual Acuity letter score of 73 10 24 (=
Acuiity of 2040 to 20/320) in the study eye; a higher score represents better functioning.

Time Frame Baseline and at Week 24

Analysis Population Description

Full Analysis Set

Reporting Groups

Description

Intravitreal Afiibercept Injection

Participants received a 2 mg Intravitreal Aflibercept Injection {IA1) every 4 weeks (2Q4) from

(EYLEA, VEGF Trap-Eye) Baseline (Day 1) to Week 24.
Sham Treatment Parficipants received sham freatment every 4 weeks from Baseline (Day 1} to Week 24.
Measured Values
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Intravitreal Aflibercept injection (EYLEA, Sham Treatment

VEGF Trap-Eye)
Overall Number of Participants Analyzed 114 73
Change From Baseline in BCVA as 17.3012.78) -4.0(17 96)

Measured by ETORS Letter Score at Week
24 - Last Observation Carried Forward
{LOCF)

Measure Type: Mean (Standard Deviation)
Unit of Measure: letters correctly read

Statistical Analysis 1 for Change From Baseline in BCVA as Measured by ETDRS Latter Score at Week 24 - Last Observation Carried
Forward (LOCF}

Statistical Comparison Groups | Intravitreat Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment
Anaiyéfs Comments|  [Not specified]
Qverview
Type of Statistical Test| Superiority or Other (legacy)

Comments|  [Not specified]
Statistical P-Valug < 0.0001
festef . Comments|  [Not specified]
Hypothesis

Method | ANCOVA

Comments|  [Not specified]
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Method of Estimation Parameter | Risk Difference (RD)
Estmeton Estimated Vaue 21,70
Confidence Interval | (2-sided) 95%
17.36 10 26.04
Estimation Comments|  RD s the IAl group minus sham group. 95% confidenca interval is for the RD.

Statistical Analysis 2 for Change From Baseline in BCVA as Measured by ETDRS Letter Score at Week 24 - Last Cbservation Carried

Forward (LOCF)
Statistical Comparison Groups { Intraviireal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Traatment
Anaiygxs Comments|  [Not specified]
Overview
Type of Statistical Test| Superiority or Other (legacy)

Comments|  [Not spacified]
Statistical P-Value
festof , Comments;  [Not specified]
Hypothesis

Method | ANCOVA

Comments|  [Not specified]
Method of Estimation Parameter | Least Square Mean
Fstmeton Esimated Value | 16.36

3. Secondary Outcome Measure:

Measure Title

Change From Baseling in Central Retinal Thickness (CRT) at Week 24 - LOCF
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Measre Description

Time Frame Baseline and at Week 24

Analysis Population Description

Full Analysis Set

Reporting Groups

Description

Infravitreal Afibercept Injection  {Parficipants received a 2 mg Intravitreal Aflibercept Injection (IA1) every 4 weeks (2Q4) from

(EYLEA, VEGF Trap-Eye) Baseline (Day 1) to Week 24.
Sham Treatment Participants received sham treatment every 4 weeks from Baseline (Day 1) to Week 24,
Measurad Values

Infravitreal Aflibercept injection (EYLEA, Sham Treatment

VEGF Trap-Eye)

QOverall Number of Participants Analyzed 114 73

Change From Baseline in Central Retinal 4572 (238.21) -144 8 (291.07)
Thickness (CRT) at Week 24 - LOCF

Measure Type: Mean (Standard Deviation)
Unit of Measure: microns

Statistical Analysis 1 for Change From Baseline in Central Retinal Thickness (CRT) at Week 24 - LOCF
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Statistical Comparison Groups | Intravitreal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment
Anaiygs Comments|  [Not specified]
Qverview
Type of Statistical Test| Superiority or Other {legacy)

Comments|  [Not specified]
Statistical P-Value < 0.0001
festef , Comments|  [Not spacified]
Hypothesis

Method | ANCOVA

Comments|  [Not spacified]
Method of Estimation Parameter | Risk Difference (RD)
Fslmaton Etmated Vale| 3119

Confidence Interval | (2-sided) 95%

-389.410-234.4

Estimation Comments

The Risk Difference (RD) indicates the difference batween the IA! (EYLEA,

VEGF Trap-Eye) Treatment group miniis the Sham Treatment group. 95%
confidence interval is for the RD.

Statistical Analysis 2 for Change From Baseline in Central Retinal Thickness (CRT) at Week 24 - LOCF

Statistical
Analysis
Overview

Comparison Groups

Intravitreal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment

Comments

[Not spacified]

Type of Statistical Test

Superiority or Other (legacy)

Comments

[Not specified]
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Statistical P-Value
festof _ Comments|  [Not specified]
Hypothesis
Method | ANCOVA
Comments|  [Not specified]
Method of Estimation Parameter | Least Square Mean
Eslmaton Estmated Valug |-407

4. Secondary Outcome Measure:

Measure Title Percentage of Participants Progressing to Any of the Following: Anterior Segment
Neovascularization, New Yessels of the Disc (NVD} or New Vessels Elsewhere (NVE) During the
First 24 Weeks

Measure Descrintion

Time Frame Baseline to Week 24

Analysis Population Descrintion

Full Analysis Set

Reporting Groups

Description

Infravitreal Afibercept Injection | Participants received a 2 mq Intravitreal Aflibercept Injection (IA1) every 4 weeks (2Q4) from
(EYLEA, VEGF Trap-Eye) Baseline (Day 1) to Week 24,

Sham Treatment Participants received sham freatment every 4 weeks from Baseline (Day 1) to Wesk 24.
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Measured Values

Intravitreal Aflibercept Injection (EYLEA, Sham Treatment
VEGF Trap-Eye)
Overall Number of Participants Analyzed 114 73
Percentage of Participants Progressing to
Any of the Foliowing: Anterior Segment
Neovascularization, New Vessels of the
Cisc (NVD) or New Vessels Elsewhere
(NVE) During the First 24 Wesks
Measure Type: Number
Unit of Measure: percentage of participants
Any neovascularization 0 6.8
Anterior segment neovascularization 0 6.8
Neovascularization of the optic disc (NVD) 0 0
Neovascularization elsewhere in the fundus 0 0
(NVE)

Statistical Analysis 1 for Percentage of Participants Progressing to Any of the Following: Anterior Segment Neovascularization, New
Vessels of the Disc (NVD) or New Vessels Eisewhere (NVE) During the First 24 Weeks

Statistical Comparison Groups | Intravitreal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment
Analysis
Overview

Comments|  [Not spacified|]

Type of Statistical Test| Superiority or Other (legacy)

Comments|  [Not spacified]
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Statistical

P-Value {0.0059

festof . Comments|  [Not specified]
Hypothesis
Method | Cochran-Mantel-Haenszel
Comments|  CMH adjusted difference
Method of Estimation Parameter | Risk Difference (RD)
Estimation

Estimated Value |-6.6

Confidence Interval | (2-sided) 95%

2211

Estimation Comments|  The Risk Difference (RD) indicates the difference between the IA! (EYLEA

VEGF Trap-Eye) Treatment group minus the Sham Treatment group. 95%
confidence interval is for the RD.

5. Secondary Outcome Measure:

Measure Title

Change From Baseline in the NEI VFQ-25 in Tota! Score at Week 24 (LOCF)

Measure Description

The NEI'VFQ-25 assesses visual function and quality of life. Total score ranges from 0-100 with
a score of ¢ being the worst outcome and 100 being the best outcome. The NEIVFQ
questionnaire Is organized as a coflection of subscales which are ail scored from 0-100. To reach
the overall composite score, each sub-scale score is averaged in order to give each sub-scale
equal weight.

Tima Frame

Baseline and at Week 24

Analysis Population Description

[Not Specified]
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Reporting Groups

Description

Infravitreal Afiibercept Injection | Parficipants received a 2 mg Intravitreal Aflibercept Injection (IA1) every 4 weeks (2Q4) from

(EYLEA, VEGF Trap-Eye) Baseline (Day 1) to Week 24.
Sham Treatment Participants received sham treatment every 4 weeks from Baseline (Day 1) to Week 24.
Measured Values
Intravitreal Aflibercept Injection (EYLEA, Sham Treatment
VEGF Trap-Eye)

QOverall Number of Participarts Analyzed 114 73
Change From Baseline in the NEI VFQ-25 72(1211) 08(9.79)
in Total Score at Week 24 (LOCF}

Measure Type: Mean (Standard Deviation)

Unit of Measure: scores on a scale

Statistical Analysis 1 for Change From Baseline in the NEI VFQ-25 in Total Score at Week 24 (LOCF)

Statistical Comparison Groups | Intravitreal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment
Analysis
QOverview

Comments|  [Not specified]

Type of Statistical Test| Superiority or Other (legacy)

Comments|  [Not specified]
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Statistical P-Valug 0.0009
festef . Comments|  [Not spacified]
Hypothesis
Method | ANCOVA
Comments|  [Not specified]
Method of Estimation Parameter | Risk Difference (RD)
Estmeton Esimated Vale|6.26
Confidence Interval | (2-sided) 95%
258110991
Estimation Comments|  The Risk Difference (RD) indicates the cifference between the 1Al (EYLEA
VEGF Trap-Eye) Treatment group minus the Sham Treatment group. 95%
confidence interval is for the RD.

Statistical Analysis 2 for Change From Baseline in the NEI VFQ-25 in Total Score at Week 24 (LOCF)

Statistical Comparison Groups | Intravitreal Aflibercept Injection (EYLEA, VEGF Trap-Eye), Sham Treatment
Anaiyéis Comments|  [Not specified]
Overview
Type of Statistical Test| Superiority or Other {legacy)

Comments|  [Not specified)
Statistical P-Value
festof , Comments|  [Not specified]
Hypothesis

Method | ANCOVA
Comments|  [Not spacified]
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Method of Estimation Parameter | Least Square Mean

Fstmeton Estmated Vel 860
- Reported Adverse Events
Time Frame Baseline to Week 24 Week 24 to Week 100
Adverse Event Reporting Adverse event data were collected from the sites during the time period from Baseline through
Description Week 24 or/and Week 100. For analysis, adverse events with a start date or or after the Week
24 visit date are summarized in the Week 24 to Week 100 time period.
Reporting Groups

Description

Intravitrsal Afibercept injection (IAl} | Participants received a 2 mg Intravitreal Aflibercept Injection (IA1) every 4 weeks (2Q4) from
(Baseline to Week 24) Baseline (Day 1) to Week 20. Participants were observed until Week 24.

Participants in the safety population were at risk.

Sham Treatment (Baseline to Week | Participants received sham treatment every 4 weeks from Baseline (Day 1) to Week 20.
24) Participants were observed until Week 24. Participants in the safety popuiation were at risk.
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Ao 1Al (Week 24 to Week 100) | Starting at week 24 through week 52, participants were evaluated monthly to receive either the 2
mg Intravitreal Aflibercent Injection {IAl) PRN or sham injection according to the protocol re-
freatment criteria as assessed by the masked physician. if none of the re-ireatment criteria were

met, participants received a sham injection.

From Week 52 t0 100, participants were evaluated every three months, but could receive
injections of 1Al up to monthly if re-treatment criteria were met; sham injections were not given.
Participants were observed from Week 24 to Week 100. Participants in the safety popuiation that
completed Week 24 were at risk.

Sham Treatment to IAI (Week 24 to
Week 100)

Starting at week 24 through week 52, particinants were eligible for active treatment and were
evaluated monthiy fo receive either 2 mg Intravitreal Aflibercept Injection (IA!) PRN or sham
Injection according to the protocol re-treatment criteria as assessed by the masked physician.

From Week 52 to 100, participants were evaluated every three months, but could receive
injections of IAl up to monthly if re-treatment criteria were met; sham injections were not given.

All-Cause Mortality

Intravitreal Aflibercept | Sham Treatment | 1Alto Al (Week 24to | Sham Treatment to
fnjection (1AI) {Baseline to Waek 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Affected/at Risk () Affected/At Risk (%) Affected/At Risk (%) Affected/At Risk (%)
Total / / / /
Serious Adverse Events
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Intravitreal Aflibercept | Sham Treatment | [Alto Al (Week 24to | Sham Treatment to
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Affected/At Risk (%) Affected/at Risk (%) Affected/At Risk (%) Affectec/At Risk (%)
Total 6114 (5.26%) 6/74 (8.11%) 20110 (18.18%) 14160 (23.33%)
Blood and lymphatic system discrders
Anaemia® | 1/114(0.88%) 0174 (0%) 010 (0% 1160 (1.67%)
Neutrapenia ** 0114.(0%) 0174 (0%) 01110 (0%) 1160 (1.67%)
Pericious anasmia * 01114 (0%) 0174 (0%) 01110 (0%) 1160 (1.67%)
Cardiac disorders
Acute myocardial infarction * 0/114 (0%) 174 (1.35%) 010 (0%) 0180 (0%)
Aortic valve stenosis 01114 (0%) 0174 (0%) 1110 (0.91%) 0180 (0%)
Atrial fibrillation & 1/114 (0.88%) 0174 (0%) 1116 (0.91%) 1160 (1.67%)
Atrial tachycardia * 0/114 (0%) 0174 (0%) 11110 (0.91%) 0160 (0%)
Atrioventricular block * 0/114 (0%} 0774 (0%) 11110 (0.91%) 0160 (0%)
Cardiac failure acute 0114 (0%} 0174 (0%) 1110 (0.91%) 0160 (0%)
Coronary artery disease 0114 (0%) 0174 (0%) 1110 (0.91%) 0/80 (0%)
Coronary artery sfenosis ** 0114 (0%) 074 (0%) 21110 (1.62%) 0/60 (0%)
Myocardial infarction 01114 {0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Supraventricular tachycardia * 0/114 (0%) 0174 (0%) 1110 (0.91%) 0180 (0%)
Ventricular extrasystoles # 0114 (0%) 0174 (0%) 1110 (0.91%) 0180 (0%)
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Intravitreal Aflibercept | Sham Treatment | IAIto JAI (Week 24to | Sham Treatment to
injection (IAl) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Eye disorders
Cataract A} (/114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Conjunctival haemorrhage AlFL 01114 (0%) 0174 (0%) 11110 (0.91%) 0/80 (0%)
Cystoid macular ogdema® B 01114 (0%) 0174 (0%) 2110 (1.82%) 0160 (0%)
Dryeye BFf 0114 (0%) 0174 (0%) 01110 (0%) 0/80 (0%)
Eyeimtaton AP} 0114 (0%) 0174 (0%) 01110 (0%) 0/60 (0%)
Eyepain®RFf  0M14(0%) 0174 (0%) 01110 (0%) 0180 (0%)
Glaucoma A @F 0114 (0%) 274 (2.7%) 010 (0%) 1780 (1.67%)
Iris neovascularisation A2 0/114 (0%) 274 (2.7%) 0110 (0%) 0/80 (0%)
Lacrimation increased A1) 0114 (0%) 0174 (0%) 01110 (0%) 0/80 (0%)
Macular fiorosis A} 07114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Macular oedema 2| 0/114 (0%) 0174 (0%) 11110 (0.91%) 0/60 (0%)
Maculopathy A&| 01114 (0%) 0174 (0%) 0110 (0%) 0160 (0%)
Optic disc vascular disorder ABF|— 0/114 (0%) 0174 (0%) 0110 (0%) 0/80 (0%)
Posterior capsule opactication AU'F} 01114 (0%) 074 (0%) 1110 (0.91%) 0/60 (0%)
Retinal artery occlusion 2| 1/114 (0.88%) 0174 (0%) 01110 (0%) 0/80 (0%)
Retinal exudates A2F | 0/114(0%) 0174 (0%) 018 (0%) 0180 (0%)
Refinal haemorthage A% /114 (0%) 0174 (0%) 01110 (0%) 0180 (0%)
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Intravitreal Aiibercept | Sham Treatment | IAIto JAI (Week 24to | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)

Retinal pigment epitheliopathy A 1% 0114 (0%) 0174 (0%) 0110 (0%) 0160 (0%)

Retinal tear A2 0/114 (0%) 174 (1.35%) 0110 (0%) 1160 (1.67%)
Retinal vascular disorder A 1 0/114 (0%} 0174 (0%) 11110 (0.91%) 0180 (0%)
Retinal vein occlusion A & 01114 (0%} 1174 (1.35%) 1110 (0.91%) 0160 (0%)
Visual acuity reduced AP 11114 (0.88%) 1174 (1.35%) 1110 (0.91%) 0/80 (0%)
Vitreous detachment A 12 01114 (0%) 0174 (0%) 01110 (0%) 0/60 (0%)
Vitreous floaters A 1% 0114 (0%) 0174 (0%) 016 (0%) 0180 (0%)
Vitreous haemorhage A '+ 0114 (0%) 0174 (0%) 1110 (0.91%) 0/80 (0%)

Gastrointestina! disorders

Abdominal adhesions | 1/114 (0.88%) 0174 (0%) 0110 (0%) 0160 (0%)

Coitis 01114 (0%) 0174 (0%) 01110 (0%) 1160 (1.67%)

Dysphagia ™| 1/114 (0.88%) 0174 (0%) 0/110 (0%} 11680 (1.67%)

Gastrointestinal motiity disorder 0/114 (0%} 0174 (0%) 0/10 (0%} 1160 (1.67%)
Inguinal hemia 0114 (0%) 0174 (0%) 2110 (1.82%) 0/80 (0%)

Iniestinal ischaemia * 0114 (0%) 0774 (0%) 01110 (0%) 1160 (1.67%)

Intestinal obstruction * 0114 {0%) 0174 (0%) 010 (0%) 1160 (1.67%)

Pancreatitis 0114 (0%) 174 (1.35%) 016 (0%) 1160 (1.67%)

Smallintestinal obstruction 0114 (0%) 0174 (0%) 0110 (0%) 1780 (1.67%)
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Intravitreal Aflibercept | Sham Treatment | IAIto JAI (Week 24to | Sham Treatment fo
injection (IAl) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
General disorders
Achesion | (/114 (0%) 0174 (0%) 0110 (0%) 1160 (1.67%)
Chestdiscomfort A} (/114 (0%) 0174 (0%) 11110 (0.91%) 0/80 (0%)
Chestpain®™| 0114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Generaised osdema® | (/114 (0%) 0174 (0%) 1110 (0.91%) 0/60 (0%)
Hepatobiliary disorders
Bile duct stone | 0M14{0%) 0174 (0%) 0118 (0%) 1160 (1.67%)
Cholecystiis |~ 0114 (0%) 174 (1.35%) 010 (0%) 0160 (0%)
Infections and infestations
Arthritis bacterial & 0/114 (0%) 0174 (0%) 1110 (0.91%) 0180 (0%)
Bacteriuria | (/114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Bronchiis ™| 0114 (0%) 0174 (0%) 0/110 (0%} 11680 (1.67%)
Bronchitis viral | 1/114 (0.88%) 0174 (0%) 01110 (0%) 0/60 (0%)
Celluitis ™| 01114 (0%) 1174 (1.35%) 1110 (0.91%) 0/60 (0%)
Clostridial infaction | 01114 (0%) 174 (1.35%) 01110 (0%) 0/60 (0%)
Endophthaimitis A 2| 1/114 (0.88%) 0174 (0%) 010 (0%) 0160 (0%)
Herpes oesophagitis | 01114 {0%) 0174 (0%) 018 (0%) 1160 (1.67%)
Influenza® | 0/14 (0%) 0174 (0%) 0110 (0%) 0160 (0%)
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Intravitreal Aflibercept | Sham Treatment | IAIto JAI (Week 24t0 | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)

Nasopharyngitis 01114 (0%) 0174 (0%) 0110 (0%) 0160 (0%)

Periorbital celluitis A [t 0/114 (0%) 0174 (0%) 010 (0%) 1760 (1.67%)
Pneumonia * 0114 (0%) 1174 (1.35%) 01110 (0%} 360 (5%)
Upper respiratory trac infection ** 0114 (C%) 0774 (0%) 0110 (0%) 0/60 (0%)
Urinary tract infection ** 0114 (0%) 0174 (0%) 2110 (1.62%) 0/60 (0%)

Injury, poisoning and procedural complications

Accident * 0114 (0%) 0174 (0%) 1110 (0.91%) 1760 (1.67%)
Brain contusion 0/114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Comeal abrasion A2 1/114 (0.88%) 0174 (0%) 010 (0%) 0160 (0%)
Craniocerebral injury 01114 (0%) 0174 (0%) 1116 (0.91%) 0180 (0%)
Facial bones fracture A [ 01114 (0%) 0174 (0%) 11110 (0.91%) 0160 (0%)

Fall 0114 (0%) 0174 (0%) 0/110 (0%} 11680 (1.67%)

Femur fracture 0114 (0%) 0174 (0%) 01110 (0%) 1760 (1.67%)
In-stent coronary artery restenosis 0114 (0%) 0774 (0%) 1110 (0.91%) 0/60 (0%)

A

Radus fracture 0714 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Renal hagmatoma ** 0114 (0%) 0174 (0%) 11110 (0.91%) 0180 (0%)
Skullfracture 01114 (0%) 0174 (0%) 1110 (0.91%) 0/60 (0%)
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Intravitreal Afiibercept | Sham Treatment | IAIto JAI (Week 24t0 | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Spinal columninjury | 0/14 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Investigations
Biood pressure systolic increased 4 0114 (0%) 0774 (G%) 0110 (0%) 0/60 (0%)
Blood uring present*| 01114 (0%) 0174 (0%) 0110 (0%) 0/80 (0%)
Intraccular pressure increased A ™ 01114 (0%) 074 (0%) 1110 (0.91%) 0/60 (0%)
Protein uring present ™| 01114 (0%) 0174 (0%) 01110 (0%) 0/60 (0%)
Metabolism and nutrition disorders
Abrormal loss of weight ™| 1/114 (0.88%) 0174 (0%) 0110 (0%) 0180 (0%)
Dehydration | 0/114 (0%) 0174 (0%) 0/110 (0%) 1760 (1.67%)
Hyookalaemia®| 0114 (0%) 0174 (0%) 01110 (0%) 1760 (1.67%)
Musculoskeletal and connective tissue disorders
Arthritis 1 01114 (0%) 0174 (0%) 11110 (0.91%) 17680 (1.67%)
Intervertebral disc degeneration 0114 (0%) 0774 (0%) 0110 (0%) 1/60 (1.67%)
Intervertebral disc profrusion | 0/114 (0%) 0174 (0%) 1110 (0.91%) 0/80 (0%)
Osteoarthritis | 1/114 (0.88%) 0774 (0%) 01110 (0%) 1160 (1.67%)
Neoplasms benign, melignant and unspecified (incl cysts and polyps)
Coloncancer®| (/14 {0%) 174 (1.35%) /116 (0%) 1760 (1.67%)
Mantle celf lymphoma |~ 0114 (0%) 0174 (0%) 0110 (0%) 1780 (1.67%)
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Intravitreal Afiibercept | Sham Treatment | IAIto JAI (Week 24to | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Metastatic renal cal carcnoma 0114 (0%) 0/74 (G%) 1110(0.91%) /60 (0%)
Non-small cell lung cancer | 11114 (0.88%) 0174 (0%) 010 (0%) 0160 (0%)
QOesophageal adenocarcinoma 0114 (C%) 174 (1.35%) 0110 (0%) 0160 (8%)
stage IV &

Prostate cancer ™| (/114 (0%) 174 (1.35%) 07110 (0%) 80 (0%)
Squamous cell carcinoma of skin 0114 (0%) 074 (0%) 17110 (0.91%) 0/60 (0%)
Thyroid cancer | 01114 (0%) 174 (1.35%) 010 (0%} 0180 (0%)

Nervous system disorders
Carotid artery stenosis | 0/114 (0% 174 (1.35%) 0/110 (0% 0160 (0%)
Conwulsion ™| 0/14 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Dementia®™|  0M14(0%) 0174 (0%) 1110 (0.91%) 0/60 (0%)
Encephalopathy | 0/114{0%) 0174 (0%) 1110 (0.91%) 0/80 (0%)
Haemarthagic cerebral infarction * 0114 (0%) 074 (0%) 11110 (0.91%) 0/60 (0%)
Loss of consciousness | 0114 (0%) 0174 (0%) 1110(0.91%) 0160 (0%)
Subarachnoid haemorthage ™| 0114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Syncope | 0M14(0%) 0174 (0%) 1110 (0.91%) 0/60 (0%)

Psychiatric disorders

Mental status changes ™ 0/114 (0%) 1174 (1.35%) 0110 (0%) 0160 (0%)
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Intravitreal Aiibercept | Sham Treatment | IAIto JAI (Week 24to | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Renal and urinary disorders
Haematuria ™| 01114 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Obstructive uropathy & 0114 (0%) 0174 (0%) 11110 (0.91%) 0/80 (0%)
Renal failure acute ™| 01114 (0%) 0174 (0%) 1110 (0.91%) 2060 (3.33%)
Renal failure chronic &) (/114 (0%) 1174 (1.35%) 0110 (0%) 0180 (0%)
Reproductive system and breast disorders
Benign prostatic hyperplasia 0114 {0%) 074 (0%) 1110 (0.91%) 0/60 (0%)
Cystocele ™| /114 (0%) 0174 (0%) 010 (0%) 1180 (1.67%)
Rectocele ™| 0M14(0%) 0174 (0%) 0/10 (0%) 160 (1.67%)
Respiratory, thoracic and mediastinal disorders
Apnoea™| 0114 (0%) 174 (1.35%) 01110 (0%) 0160 (0%)
Asthma® | 0114 (0%) 0174 (0%) 11110 (0.91%) 0/60 (0%)
Epistaxis ~*|  0/14 (0%) 0174 (0%) 1110 (0.91%) 0160 (0%)
Pneumonia aspiration |~ (/114 (0%) 0174 (0%) 1110 (0.91%) 0180 (0%)
Preumethorax | 1/114 (0.88%) 0774 (0%) 01110 (0%) 0/60 (0%)
Respiratory failure | 01114 {0%) 0174 (0%) 010 (0%) 1160 (1.67%)
Skin and subcutaneous tissue disorders
Dermatitis contact |~ 0/114 (0%) 0174 (0%) 1110 (0.91%) 0180 (0%)
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Intravitreal Aflibercept | Sham Treatment | IAIto JAI (Week 24 to | Sham Treatment to
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Vascular disorders
Hypertension A 0114 (0%) 0774 (0%) 0110 (0%) 0160 (0%)
Hypotension A 0114 (0%) 0774 (0%) 11110 (0.91%) 0160 (0%)
+ Indicates events were collected by non-systematic methods.
A~ Term from vocabulary, MedDRA Version 13.1
(1] Ocular AE Fefiow Eye
[2] Qcular AE Study Eye
(ther Adverse Events
Frequency Threshold Above Which Other Adverse Events are Reported: 5%
Infravitreal Aflibercept | Sham Treatment | IAlto JAl (Week 24 to | Sham Treatment to
fnjection (iAl) (Baseline to Waek 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Affected/at Risk () Affected/At Risk (%) Afected/At Risk (%) Affected/At Risk (%)
Total 57114 {50%) 34/74 (45.95%) 76/110 (69.09%) 50/60 (83.33%;
Eve disorders
Cataract A1 0114 (0%) 0774 (0%) 6/110 (5.45%) 0/60 (0%)
Cystoid macular oedema A 2 0114 (0%) 0174 (0%) 141110 (12.73%) 4160 (6.67%)
Dry eye 2 0114 (0%) 0774 (0%) 0110 (0%) 4160 (6.67%)
Eyeinitation Ak 6/114 (5.26%) 0774 (0%) 0110 (0%} 0160 (0%)
Fyepain® @ 16/114 (14.04%) 4174 (5.41%) 9110 (8.18%) 4160 (6.67%)
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Intravitreal Afiibercept | Sham Treatment | IAIto JAI (Week 24t0 | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Iris neovascLiarisation A 12 01114 (0%) 174 (5.41%) 0110 (0%) 0160 (0%)
Lacrimation increased A 12 0/114 (0%) 0174 (0%) 01110 (0%) 4160 (6.67%)
Macular oedema A & 0114 (0%) 0174 (0%) 201110 (18.18%) 0/80 (0%)
Maculopathy AP 101114 (8.77%) 0174 (0%) 6/110 (5.45%) 0160 (0%)
Optic disc vascular disorder B} 8/114 (7.02%) 0174 (0%) 6/110 (5.45%) 5160 (8.33%)
Retinal exudates AP 7/114 (6.14%) 0174 (0%) 01110 (0%) 5160 (8.33%)
Retinal hagmorrhage A 't 0114 (0%) 0174 (0%) 6/110 (5.45%) 4160 (6.67%)
Retinal pigment epitheliopathy A 1% 0114 (0%) 0174 (0%) 0110 (0%) 12160 (20%)
Retinal vascular disorder A 12| 6/114 (5.26%) 474 (5.41%) 8110 (7.27%) 0160 (0%)
Visual acuity reduced A2 7114 (6.14%) 12174 (16.22%) 27110 (24.55%) 8/60 (13.33%)
Vitraous detachment 4 2 0/114 (0%) 574 (6.76%) 8110 (7.27%) 0/60 (0%)
Vitreous floaters A 1% 6/114 (5.26%) 0774 (0%) 0/110 (0%} 0/80 (0%)
Infiections and infestations
Influgnza 0114 (0%) 0174 (0%) 7110 (6.36%) 0/60 (0%)
Nasopharyngitis 0114 (0%) 4745 41%) 6/110 (5.45%) 0/60 (0%)
Upper respiratory tract infection | 6/114 (5.26%) 0774 (0%) 6110 (5.45%) 060 (0%)
Investigations
Blood pressure systolic increased 4 0114 (0%) 0774 (0%) 01110 (0%) 4160 (6.67%)
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Intravitreal Aflibercept | Sham Treatment | IAIto JAI (Week 24to | Sham Treatment fo
Injection (1Al) (Baseline to Week 24) Week 100) Al (Week 24 to Week
(Baseline to Week 24) 100)
Blood Urine present 0114 (0%) 0774 (0%) 0110 (0%) 4160 (6.67%)
Intraccufar pressure increased AltF | 0114 (0%) 0774 (0%) 010 (0%) 4160 (5.67%)
Protein urine present 0114 (0%) 0774 (0%) 0110 (0%) 5060 (8.33%)
Vascular disorders
Hypertension | 10/114 (8.77%) 4174 (541%) 131110 (11.82%) 9/60 (15%)

+ Indicates events were collected by non-systematic methods.
A Tem from vocabutary, MedDRA Version 13.1

(1] Ccular AE Fefiow Eye

[2] Ocular AE Study Eye

Limitations and Caveats

[Not specified]

- More Information
Certain Agreements;

Principal Investigators are NOT employed by the organization sponsoring the study.

There IS an agreement between the Principal investigator and the Sponsor (or its agents) that restricts the PI's rights to discuss or
publish triaf results after the trial is completed.

Resuits Point of Contact:

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3112

Samsung Bioepis Exhibit 1017, pg. 3112



Name/Official Title: Clinical Trials Administrator
Organization: Regeneron Pharmaceuticals
Phone: 914 847 5385

Emall: clinicaltrials@regeneron.com

Seraliun o acgess e conliols Seroll fo the Study lon

(.S, Nationa! Libary of Medicine | U.S, National lnstiiutes of Heatth | U3, Devartment of Healls & Human Services
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes

3 O L Gelober 7, 2005 Contacts/Locations and Study Status
N N i an
4 oo Decerberd 2008 Study Status

5 o 0 Febnsary 18, 2040 Contacts/Locations and Study Status

6 OO sty 2. 2008 Recruitment Status, Study Status and Confacts/Locations
7 O A November 18 2010 Study Status

A 41,2011 Study Status and Study Design

g O 0 Mag3 201 Study Status
AT & A
10 WA May g 2011 Study Status
1 SN March 28, 2012 Sponsor/Collaborators, Study Status and ContactsiLocations
n @ @ Jine7, 2042 Recruilment Status, Study Status
3 O 0O Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and
Participant Flow
& Merged
. h
Comparison Format ’ ,
L Side-by-Side
Soroft up 1o access the confrols
Study NCT00943072

Submitted Date: June 7, 2012 (v12)

-~ Study Identification
| Unique Protocol ID; VGFT-OD-0819

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3115

Samsung Bioepis Exhibit 1017, pg. 3115



Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status

Record Verification: June 2012
QOverall Status: Completed
Study Start: July 2009
Primary Completion: October 2010 [Actual]
Study Completion: April 2012 [Actual]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Certification/Extension May 9, 2011
First Submitted:

Certification/Extension May 9, 2011
First Submitted that
Met QC Criteria:

Certification/Extension May 16, 2011 [Estimate]
First Posted:

Last Update Submitted that June 7, 2012
Met QC Criteria:

Last Update Posted: June 11, 2012 [Estimate]
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SponsoriCollaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party: Sponsor

Collaborators. Bayer

~Oversight
| U.S. FDA-requlated Drug:
U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment

Number of Ams: 2
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Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 189 [Actual]

Arms and Interventions

Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Qutcome Measures
| Primary Outcome Measures.

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

o Subjects atleast 18 years of age with center-involved macular edema secondary to CRVO with
mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Exclusion Criteria:

+ Previous treatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizumab, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration >9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Clinical Trial Management
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704
United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
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Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califomia, Urited States, 95641
Torrance, California, United States, 90503
United States, Connecticut
New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida, United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgla
Augusta, Georgia, United States, 30909
United States, inois
Chicago, liinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryiand, United States, 21204

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3120

Samsung Bioepis Exhibit 1017, pg. 3120



United States, Massachusetts

Boston, Massachusetts, United States, 02114
United States, Michigan

Grand Rapids, Michigan, United States, 49525

Jackson, Michigan, United States, 48104
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, (8225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, Nerth Carolina, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklzhoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, United States, 97210

Salem, Oregon, United States, 97302

United States, Pennsylvania
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Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

West Columbia, South Carolina, United States, 29169
United States, South Dakofa

Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashille, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 76240
Canada, British Columbia

Vancouver, British Columbia, Canada, V5Z 3NS

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H2Y¢S
Canada, Ontario

London, Ontario, Canada, N6A 4V2

Mississauga, Ontario, Canada, LAW 1W8

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioquia

Medetin, Antioquia, Colombia
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Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034
India, Karnataka

Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:

Soroltun to aguess the contrels Soroft fo the Study ton
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5, Notional Library of Mesicing

s.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)

Latest version (submitted Aprl 18, 2003 on Clinical Mgl aov

s A study version is represented by a row in the table,
s Select two study versions to compare. One each from columns A and B.

s Choose either the "Merged” or "Side-by-Side” comparison format to specify how the two study versions are (o be displayed. The Side-by-Side format only
applies fo the Pretocol section of the study.

» Click "Compare” to de the comparison and show the differences.

» Select a version's Submitted Date fink to see a rendering of the study for that version.

» The yellow A8 choices in the table indicate the study versions currently compared below. A yellow table row indicates the study version currently being viewed.
s Hover over the "Recruitment Status® to see how the study's recruftment status changed.

o Sludy edits or deletions are displayed in sed.

» Study additions are displayed in'

- Study Record Versions
Version: A | B | Submitted Date Changes
1 o0 July 26, 2008 None (earliest Version on record)
2 O Seplember 3, 2008 Contacts/Locations and Study Status
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Version: A | B | Submitted Date Changes
3 O L Gelaber 72005 Contacts/Locations and Study Status
4 0 O Decembers.song Sudy Status
5 o ¢ Febriary 18, 2018 Contacts/Locations and Study Status

Sy 2 2810

Recruitment Status, Study Status and Confacts/Locations

7 O O Noverber 18, 2010 Study Status
8 0 0O Fabriary 11, 2011 Study Status and Study Design
g O 0 Mag3 201 Study Status
oM & A
10 WA May g 2011 Study Status
1 @ @ March 28, 2012 Sponsor/Collaborators, Study Status and ContactsiLocations
. 0 O Jine7, 2042 Recruilment Status, Study Status
3 O G Apil 46 213 Outcome Measures, Study Status, More Information, Reported Adverse Events, Baseline Characteristics and

Participant Flow

Comparison Format

& Merged
{3 Side-by-Side

Sorof up o access the controls

Study NCT00943072
Submitted Date: March 28, 2012 (v11)

- Study |dentification

Unique Protocol ID; VGFT-OD-0819
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Brief Title: Vascular Endothelial Growth Factor (VEGF) Trap-Eye: Investigation of Efficacy and Safety in Central
Retinal Vein Occlusion (CRVO)

Official Title: A Randomized, Double Masked, Controlled Phase 3 Study of the Efficacy, Safety, and Tolerabilty of
Repeated Intravitreal Administration of Vascular Endothelial Growth Factor Trap-Eye in Subjects With
Macular Edema Secondary to Central Retinal Vein Occlusion

Secondary Ds:

- Study Status
‘ Record Verification: March 2012

QOverall Status: Active, not recruiting
Study Start: July 2009
Primary Completion: October 2010 [Actual]
Study Completion: April 2012 [Anticipated]

First Submitied: July 10, 2009

First Submitted that July 20, 2009
Met QC Criteria:

First Posted: July 21, 2009 [Estimate]

Certification/Extension May 9, 2011
First Submitted:

Certification/Extension May 9, 2011
First Submitted that
Met QC Criteria:

Certification/Extension May 16, 2011 [Estimate]
First Posted:

Last Update Submitted that March 28, 2012
Met QC Criteria:

Last Update Posted: March 30, 2012 [Estimate]
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SponsoriCollaborators

Sponsor: Regeneron Pharmaceuticals
Responsible Party: Sponsor

Collaborators. Bayer

~Oversight
| U.S. FDA-requlated Drug:
U.S. FDA-regulated Device:

Data Monitoring: Yes

- Study Description

Brief Summary: This is a phase 3 study to determine the efficacy of VEGF Trap-Eye injected into the eye on vision
function in subjects with macular edema as a consequence of central retinal vein occlusion.

Detailed Description:

Conditions
| Conditions. Macular Edema Secondary to Central Retinal Vein Occlusion

Keywords: Macular edema
Retinal vein occlusion
CRVO
VEGF Trap-Eye
best-corrected visual acuity
Regeneron
COPERNICUS

- Study Design
Study Type: Interventional
Primary Purpose: Treatment
Study Phase: Phase 3
Interventional Study Model: Parallel Assignment

Number of Ams: 2
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Masking: Quadruple (Participant, Care Provider, Investigator, Qutcomes Assessor)
Allocation: Randomized

Enroliment. 189 [Actual]

Arms and Interventions

Arms Assigned Interventions
Experimental: VEGF Trap-Eye Biological: VEGF Trap-Eye 2.0mg
Monthly VT injection of VEGF Trap-Eye 2.0 mg until Week Monthly intravitreal injection out to the Week 24 Primary
24 Primary Endpoint endpoint
Sham Comparator. Sham Drug: Sham
Monthly Sham VT injection until Week 24 Primary Endpoint Monthly sham intravitreal injection out to Week 24 Primary
Endpoint
- Qutcome Measures
| Primary Outcome Measures.

1. The primary efficacy measure is improvement in visual acuity versus baseline after 6 months of treatment.
Week 24

Secondary Outcome Measures:

2. Visual acuity
Week 24

3. Retinal thickness by OCT
Week 24

- Eligibility
| Minimum Age: 18 Years
Maximum Age:

Sex: Al

Gender Based:
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Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

o Subjects atleast 18 years of age with center-involved macular edema secondary to CRVO with
mean central retinal thickness 2 250 um on OCT
+ ETDRS best corrected visual acuity of 20/40 to 20/320 (73 to 24 letters) in the study eye

Exclusion Criteria:

+ Previous treatment with anti-angiogenic drugs in the study eye (Pegaptanib sodium,anecortave
acetate, bevacizumab, ranibizumab, etc.)

+ Prior panretinal laser photocoagulation or macular laser photocoagulation in the study eye

+ CRVO disease duration >9 months from date of diagnosis

+ Previous use of intraocular corticosteroids in the study eye or use of periocular corticosteroids in
the study eye within the 3 months prior to Day 1

+ Iris neovasculanization, vitreous hemorrhage, traction retinal detachment, or preretinal fibrosis
involving the macula in either the study eye or fellow eye

Contacts/Locations

Stuay Officials: Clinical Trial Management
Study Director
Regeneron Phamaceuticals

Locations: United States, Arizona
Phoenix, Arizona, United States, 85014
Phoenix, Arizona, United States, 85020
Tucson, Arizona, United States, 85704
United States, California

Arcadia, California, United States, 91007
Beverly Hills, California, United States, 90211
La Jolla, California, United States, 92037
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Mountain View, Califomia, United States, 94040
Qakland, California, United States, 94609
Sacramento, Califomia, Urited States, 95641
Torrance, California, United States, 90503
United States, Connecticut
New London, Connecticut, United States, 06320
United States, Florida
Altamonte Springs, Florida, United States, 32701
Fort Lauderdale, Florida, United States, 33334
Fort Myers, Florida, United States, 33907
Fort Myers, Florida, United States, 33912
Miami, Florida, United States, 33143
Paim Beach Gardens, Florida, United States, 33410
Winter Haven, Florida, United States, 33880
United States, Georgla
Augusta, Georgia, United States, 30909
United States, inois
Chicago, liinais, United States, 60612
United States, Kansas
Wichita, Kansas, United States, 67214
United States, Maryland
Baitimore, Maryland, United States, 21209
Hagerstown, Maryland, United States, 21740
Towson, Maryiand, United States, 21204
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United States, Massachusetts

Boston, Massachusetts, United States, 02114
United States, Michigan

Grand Rapids, Michigan, United States, 49525

Jackson, Michigan, United States, 48104
United States, Nebraska

Lincoln, Nebraska, United States, 68506
United States, Nevada

Las Vegas, Nevada, United States, 89135
United States, New Jersey

Northfield, New Jersey, United States, (8225

Toms River, New Jersey, United States, 08755
United States, New York

Rochester, New York, United States, 14620
United States, North Carolina

Winston-Salem, Nerth Carolina, United States, 27157
United States, Ohio

Cleveland, Chio, United States, 44195
United States, Oklahoma

Oklzhoma City, Oklahoma, United States, 73104
United States, Oregon

Portland, Cregon, United States, 97210

Salem, Oregon, United States, 97302

United States, Pennsylvania
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Kingston, Pennsylvania, United States, 18704

Pittsburgh, Pennsyivania, United States, 15213
United States, South Carolina

West Columbia, South Carolina, United States, 29169
United States, South Dakofa

Rapid City, South Dakota, United States, 57701
United States, Tennessee

Nashille, Tennessee, United States, 37203
United States, Texas

Abilene, Texas, United States, 79606

Ft Worth, Texas, United States, 76102

Houston, Texas, United States, 77030

San Antonio, Texas, United States, 76240
Canada, British Columbia

Vancouver, British Columbia, Canada, V5Z 3NS

Victoria, British Columbia, Canada, V8V 4X3
Canada, Nova Scotia

Halifax, Nova Scotia, Canada, B3H2Y¢S
Canada, Ontario

London, Ontario, Canada, N6A 4V2

Mississauga, Ontario, Canada, LAW 1W8

Toronto, Ontario, Canada, M4N 3M5
Colombia, Antioquia

Medetin, Antioquia, Colombia
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Colombia

Bogota, Colombia
India, A.p.

Hyderabad, A.p., India, 500034
India, Karnataka

Bangalore, Kamataka, India, 560010
India, West Bengal

Kolkata, West Bengal, India, 700073
Israel

Kfar-Saba, Israel, 44281

Petah Tikva, Israel, 49100

Rehovot, Israel, 76100

Tel Aviv, Israel, 64239

- IPDSharing
| Plan to Share IPD:

- References

Citations:
Links:

Available IPD/Information:
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FREE
ARVO Annual Meeting Abstract | April 2010

DA VINCI: DME and VEGF Trap-Eye:
INvestigation of Clinical Impact: Phase 2
Study in Patients With Diabetic Macular
Edema (DME)

).C. Major, Jr. D. M. Brown; DA VINCI Study Group

I - Author Affiliations & Notes

Investigative Ophthalmology & Visual Science April 2010, Vol.51, 6426. doi:

Abstract

Purpose: : VEGF Trap-Eye (VTE} is a recombinant fusion protein consisting of VEGF binding
domains of human VEGF receptors 1 and 2 fused to the Fc domain of human igG1. This
phase 2 study assesses the efficacy and safety of intravitreal VTE vs. laser

photocoagulation in DME at the 24-week primary endpoint.

Methods: : DA VINCI is a multi-center, randomized, active-controlled Phase 2 clinical study,
designed to assess safety and efficacy of 4 dose/dose intervals of VTE in comparison to
laser photocoagulation. 221 patients were randomized (219 treated) to 1 of the following
treatment arms: 0.5mg gdwks, 2mg q4wks, 2mg q8wks, 2mg prn or laser
photocoagulation. The primary endpoint is the mean change from baseline in BCVA at
week 24, Secondary endpoints include changes in retinal thickness (CRT) on OCT and
central retinal sensitivity. Central retinal sensitivity was measured using the Nidek MP-1

microperimeter with values corresponding to the OCT central subfield.

Results: : At 6 months, the mean change in BCVA for each VTE arm ranged from +8.5 to
+11.4 letters and was statistically significantly better than the mean change in BCVA in the
laser arm (+2.5 letters; p<0.01). No significant difference was noted among the VTE arms.
Anatomical effects (mean change in CRT) for each VTE armranged from -127um to -195um

and were significantly greater than the mean change in CRT for the laser arm (-68um;

p<0.01). VTE arms had a mean gain in centrai retinal sensitivity ranging from 1.5 to 4.1d8B,

while the laser arm had a mean decrease of -0.4dB. VTE was generally well-tolerated, and
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adverse events (AEs) reported were those typically associated with intravitreal injections or
underlying disease. There were two cases of endophthalmitis, one culture negative and
one positive for Staphylococcus epidermidis. The most frequent AEs reported in the VTE
arm include conjunctival hemorrhage, eye pain, floaters, ocular hyperemia, and increased
IOP.

Conclusions: : In this patient population at the 24-week primary endpoint, intravitreal VTE
was generally well tolerated and produced significantimprovements from baseline in
visual acuity and retinal thickness and a trend toward improvement in central retinal

sensitivity as compared to laser photocoagulation.

Clinical Trial: : www.clinicaltrials.gov NCT00789477

Keywords: diabetic retinopathy -« clinical (human) or epidemiologic studies: treatment/prevention

assessment/controlled clinical trials » vascular endothelial growth factor

© 2010, The Association for Research in Vision and Ophthalmology, Inc., all rights reserved.
Permission to republish any abstract or part of an abstract in any form must be obtained in
writing from the ARVO Office prior to publication.
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FREE
ARVO Annual Meeting Abstract | April 2011

Randomized, Double-masked, Active-
controlled Phase 3 Trial Of The Efficacy And
Safety Of Intravitreal VEGF Trap-Eye In Wet
AMD: One-year Results Of The View-1 Study

Quan D. Nguyen; jeffery Heier; David Brown; Allen Ho; Peter Kaiser; Robert Vitti VIEW 1 Study Group

I - Author Affiliations & Notes E

Investigative Ophthalmology & Visual Science April 2011, Vol.52, 3073. doi:

Abstract

Purpose: : To evaluate the efficacy and safety of VEGF Trap-Eye (VTE) vs ranibizumab in
patients with choroidal neovascularization (CNV) secondary to age-related macular
degeneration (AMD).

Methods: : In this non-inferiority study conducted in N. America, 1217 patients were
randomized to VTE 0.5 mg every month (4 weeks; 0.5g4wk), 2 mg every month (2g4wk), 2
mg every 2 months (8 weeks; 2gq8wk) following 3 monthly doses, or ranibizumab 0.5 mg
every month (Rgdwk). The proportion of patients avoiding moderate vision loss (patients
fosing <15 ETDRS letters) from baseline to week 52 was the primary endpoint. Secondary
endpoints included the mean change from baseline in best corrected visual acuity by an
ETDRS letter score.

Results: : The proportions of patients maintaining vision at 52 weeks were 94.4%, 55.5%,
95.1%, and 95.1% for Rqdwk, 0.5g4wk, 24wk, and 28wk, respectively. All VTE groups
were non-inferior (non-inferiority margin of 10%) to ranibizumab. Mean improvements
from baseline in ETDRS letter score for Rgdwk, 0.5g4wk, 24wk and 28wk were 8.1, 6.9,
10.9, and 7.9 letters, respectively. 2g4wk was significantly better (P<0.01) than Rg4wk;
differences between the other VTE groups and Rgdwk were non-significant. The incidences

of ocular treatment emergent adverse events (AEs) were similar across all treatments, with
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the most frequent AEs associated with the injection procedure, the underlying disease,
and/or the aging process. The most frequent ocular AEs were conjunctival hemorrhage,

macular degeneration, eye pain, vitreous detachment, and vitreous floaters.

Conclusions: : Dosing monthly or every two months with VEGF Trap-Eye was non-inferior
to monthly ranibizumab. VEGF Trap-Eye was generally well tolerated and had a generally
favorable safety profile. Based upon these results, VEGF Trap-Eye may provide convenient

management of wet AMD with predictable, every two month dosing,.

Clinical Trial: : http://www.clinicaltrials.gov NCT00509795

Keywords: age-related macular degeneration ¢ vascular endothelial growth factor ¢ clinical

(human) or epidemiologic studies: treatment/prevention assessment/controlled clinical trials

© 2011, The Association for Research in Vision and Ophthalmology, Inc., all rights reserved.
Permission to republish any abstract or part of an abstract in any form must be obtained in
writing from the ARVO Office prior to publication.
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FREE
ARVO Annual Meeting Abstract | May 2006

Results of a Phase |, Dose-Escalation,
Safety, Tolerability, and Bioactivity Study of
Intravitreous VEGF Trap in Patients With
Neovascular Age-Related Macular
Degeneration

Q.D. Nguyen; S.M. Shah; D, Browning; P. Sonkin; H. Hudson; K. Chu; K, Rich; A, Lucas; J. Cedarbaum; P.A.
Campochiaro

1 4+ Author Affiliations & Notes E

Investigative Ophthalmology & Visual Science May 2006, Vol.47, 2144. doi:

Abstract

Purpose: : To determine the safety, tolerability, maximum tolerated dose, and bioactivity
of intravitreous injection of VEGF Trap in patients with neovascular age-related macular
degeneration (AMD).

Methods: : Patients with neovascular AMD who had lesions <12 disc areas in size with at
least 50% active choroidal neovascularization and best-corrected visual acuity (VA) of <
20/40 (ETDRS protocol) received a single intravitrecus injection of VEGF Trap at day 0.
Safety assessments included eye examinations, vital signs, and laboratory tests
(hematology, chemistry, urinalysis, levels of VEGF Trap and antibodies directed against
VEGF Trap). Measures of bioactivity were changes from baseline in VA, excess foveal
thickness and excess macular volume determined by optical coherence tomography, and
lesion size and leakage determined by fluorescein angiography. Patients were monitored

for 12 weeks following VEGF Trap administration.

Results: : Three patients at each of 4 dose levels, 0.05, 0.15, 0.5, and 1 mg, have been
enrolled. There have been no serious adverse events and no identifiable intraocular

inflammation. Excess foveal thickness and excess macular volume decreased rapidly after
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injection of VEGF Trap. At day 29, excess foveal thickness was reduced by at least 70% in

75% of patients and VA was stable or improved in 75% of patients.

Conclusions: : Intravitreous injection of up to 1 mg of VEGF Trap has been well-tolerated.
Although the number of patients in each cohort is small, preliminary evidence of
bioactivity in patients with neovascular AMD has been seen. Higher doses are being
investigated to identify the ideal dose of VEGF Trap for a phase Il trial in patients with

neovascular AMD.

Keywords: macula/fovea » choroid: neovascularization + clinical (human) or epidemiologic studies:

treatment/prevention assessment/controlled clinical trials

© 2006, The Association for Research in Vision and Ophthalmology, Inc., all rights reserved.
Permission to republish any abstract or part of an abstract in any form must be obtained in
writing from the ARVO Office prior to publication.
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Company: REGENERON PHARMACEUTICALS INC
Form Type: 10-K
Filing Date; 2/27/2008

Copyright © 2020 LexisNexis. All rights reserved.
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UNITED STATES SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549

Form 10-K

(Mark One)
[} ANNUAL REPORT PURSUANT TO SECTION 13 OR 15 (d) OF THE SECURITIES EXCHANGE ACT OF 1934
For the fiscal year ended December 31, 2007
OR
m] TRANSITION REPORT PURSUANT TO SECTION 13 OR 15 (d) OF THE SECURITIES EXCHANGE ACT OF

1934
Commission File Number 0-19034

REGENERON PHARMACEUTICALS, INC.

(Exact name of registrant as specified in its charter)

New York 13-3444607
(State or other jurisdiction of (I.R.S. Employer Identification No)
incorporation or organization)

777 Old Saw Mill River Road, Tarrytown, New York 10591-6707
(Address of principal executive offices) (Zip code)

(914) 347-7000
(Registrant’s telephone number, including area code)

Securities registered pursuant to Section 12(b) of the Act: None
Securities registered pursuant to Section 12(g) of the Act:

Title of each class Name of each exchange on which registered
Common Stock — par value $.001 per share Nasdaq Global Market

Securities registered pursuant to section 12(g) of the Act: None
Indicate by check mark if the registrant is a well-known seasoned issuer, as defined in Rule 405 of the Securities Act. Yes @ No O
Indicate by check mark if the registrant is not required to file reports pursuant to Section 13 or 15(d) of the Act. YesO NoM

Indicate by check mark whether the registrant (1) has filed all reports required to be filed by Section 13 or 15(d) of the Securities Exchange Act of 1934 during the
preceding 12 months (or for such shorter period that the registrant was required to file such reports), and (2) has been subject to such filing requirements for the past
90 days. Yes® NoO

Indicate by check mark if disclosure of delinquent filers pursuant to Item 405 of Regulation S-K (§ 229.405 of this chapter) is not contained herein, and will not be
contained, to the best of registrant’s knowledge, in definitive proxy or information statements incorporated by reference in Part III of this Form 10-K or any amendment to
this Form 10-K. &

Indicate by check mark whether the registrant is a large accelerated filer, an accelerated filer, a non-accelerated filer, or a smaller reporting company. See the
definitions of “large accelerated filer,” “accelerated filer” and “smaller reporting company™ in Rule 12b-2 of the Exchange Act. (Check one):
Large accelerated filer &1 Accelerated filer O Non-accelerated filer O
(Do not check if a smaller reporting company)
Indicate by check mark whether the registrant is a shell company (as defined in Rule 12b-2 of the Act). YesO No ™

The aggregate market value of the common stock held by non-affiliates of the registrant was approximately $1,112,577,000 computed by reference to the closing
sales price of the stock on NASDAQ on June 30, 2007, the last trading day of the registrant’s most recently completed second fiscal quarter.

Smaller reporting company O

The number of shares outstanding of each of the registrant’s classes of common stock as of February 15, 2008:

Class of Common Stock Number of Shares
Class A Stock, $.001 par value 2,257,698
Common Stock, $.001 par value 76,727,047

DOCUMENTS INCORPORATED BY REFERENCE:

Specified portions of the Registrant’s definitive proxy statement to be filed in connection with solicitation of proxies for its 2007 Annual Meeting of Shareholders
are incorporated by reference into Part I1I of this Form 10-K. Exhibit index is located on pages 59 to 61 of this filing.
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PART I

Item L Business

This Annual Report on Form 10-K contains forward-looking statements that involve risks and uncertainties relating to future events and the future financial
performance of Regeneron Pharmaceuticals, Inc., and actual events or results may differ materially. These statements concern, among other things, the possible
success and therapeutic applications of our product candidates and research programs, the timing and nature of the clinical and research programs now underway
or planned, and the future sources and uses of capital and our financial needs. These statements are made by us based on management'’s current beliefs and
Judgment. In evaluating such statements, stockholders and potential investors should specifically consider the various factors identified under the caption “Risk
Factors” which could cause actual results to differ materially from those indicated by such forward-looking statements. We do not undertake any obligation to
update publicly any forward-looking statement, whether as a result of new information, future events, or otherwise, except as required by law.

General

Regeneron Pharmaceuticals, Inc. is a biopharmaceutical company that discovers, develops, and intends to commercialize pharmaceutical products for the
treatment of serious medical conditions. We currently have four clinical development programs, including three late-stage clinical programs: ARCALYST™(rilonacept;
also known as IL-1Tmap) in various inflammatory indications, aflibercept (VEGF Trap) in oncology, and the VEGF Trap-Eye formulation in eye diseases using intraocular
delivery. Aflibercept is being developed in oncology in collaboration with the sanofi-aventis Group. The VEGF Trap-Eye is being developed in collaboration with Bayer
HealthCare LLC. Our fourth clinical development program is REGN88, an antibody to the Interleukin-6 receptor (IL-6R) that is being developed with sanofi-aventis.
REGNSS entered clinical development in patients with rheumatoid arthritis in the fourth quarter of 2007. We expect that our next generation of product candidates will be
based on our proprietary technologies for developing human monoclonal antibodies. Our antibody program is being conducted in collaboration with sanofi-aventis.
QOur preclinical research programs are in the areas of oncology and angiogenesis, ophthalmology, metabolic and related diseases, muscle diseases and disorders,
inflammation and immune diseases, bone and cartilage, pain, and cardiovascular diseases. Developing and commercializing new medicines entails significant risk and
expense. Since inception we have not generated any sales or profits from the commercialization of any of our product candidates.

Our core business strategy is to maintain a strong foundation in basic scientific research and discovery-enabling technology and combine that foundation with
our manufacturing and clinical development capabilities to build a successful, integrated biopharmaceutical company. We believe that our ability to develop product
candidates is enhanced by the application of our technology platforms. Our discovery platforms are designed to identify specific genes of therapeutic interest for a
particular disease or cell type and validate targets through high-throughput production of mammalian models. Our human monoclonal antibody technology
(VelocImmune®) and cell line expression technologies may then be utilized to design and produce new product candidates directed against the disease target. Based on
the VelocImmune platform which we believe, in conjunction with our other proprietary technologies, can accelerate the development of fully human monoclonal
antibodies, we moved our first antibody product candidate (REGN88) into clinical trials in the fourth quarter of 2007. We plan to advance two new antibody product
candidates into clinical development in 2008 and an additional two to three antibody product candidates each year thereafter beginning in 2009. We continue to invest
in the development of enabling technologies to assist in our efforts to identify, develop, and commercialize new product candidates.

Late-Stage Clinical Programs:

1. ARCALYST™ — Inflammatory Diseases

ARCALYST™(rilonacept; also known as IL-1Trap) is a protein-based product candidate designed to bind the interleukin-1 (called IL-1) cytokine and prevent its
interaction with cell surface receptors. We are evaluating ARCALYST™ in a number of diseases and disorders where IL-1 may play an important role, including a group
of
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rare diseases called Cryopyrin-Associated Periodic Syndromes (CAPS) and other diseases associated with inflammation.

In November 2007, we announced that we received notification from the U.S. Food and Drug Administration (FDA) that the action date for the FDA’s priority
review of the Biologics License Application (BLA) for ARCALYST™ in CAPS had been extended three months to February 29, 2008. In August 2007, the FDA granted
priority review status to the BLA for ARCALYST™ for the long-term treatment of CAPS. The FDA previously granted Orphan Drug status and Fast Track designation
to ARCALYST™ for the treatment of CAPS. In July 2007, ARCALYST™ also received Orphan Drug designation in the European Union for the treatment of CAPS.

CAPS represents a group of rare inherited auto-inflammatory conditions, including Familial Cold Autoinflammatory Syndrome (FCAS) and Muckle-Wells
Syndrome (MWS). CAPS also includes Neonatal Onset Multisystem Inflammatory Disease (NOMID). ARCALYSTT™ has not been studied, and is not expected to be
indicated, for the treatment of NOMID, The syndromes included in CAPS are characterized by spontaneous, systemic inflammation and are termed auto-inflammatory
disorders. A novel feature of these conditions (particularly FCAS and MWS) is that exposure to mild degrees of cold temperature can provoke a major inflammatory
episode that occurs within hours. CAPS is caused by a range of mutations in the gene NLRP3 (formerly known as CZ4.S7) which encodes a protein named cryopyrin.
Currently, there are no medicines approved for the treatment of CAPS.

‘We have initiated a Phase 2 safety and efficacy trial of ARCALYST™ in the prevention of gout flares induced by the initiation of uric acid-lowering drug
therapy used to control the disease. We previously reported positive results from an exploratory proof of concept study of ARCALYST™ in ten patients with chronic
active gout. In those patients, treatment with ARCALYST™ demonstrated a statistically significant reduction in patient pain scores in the single-blind, placebo-
controlled study. Mean patients’ pain scores, the key symptom measure in persistent gout, were reduced 41% (p=0.025) during the first two weeks of active treatment
and reduced 56% (p<0.004) after six weeks of active treatment. In this study, in which safety was the primary endpoint measure, treatment with ARCALYST™ was
generally well-tolerated. We are also evaluating the potential use of ARCALY ST™in other indications in which IL-1 may play a role.

Under a March 2003 collaboration agreement with Novartis Pharma AG, we retain the right to elect to collaborate in the future development and
commercialization of a Novartis IL-1 antibody which is in clinical development. Following completion of Phase 2 development and submission to us of a written report
on the Novartis IL-1 antibody, we have the right, in consideration for an opt-in payment, to elect to co-develop and co-commercialize the Novartis IL-1 antibody in
North America. If we elect to exercise this right, we are responsible for paying 45% of post-election North American development costs for the antibody product. In
Tetum, we are entitled to co-promote the Novartis IL-1 antibody and to receive 45% of net profits on sales of the antibody product in North America. Under certain
circumstances, we are also entitled to receive royalties on sales of the Novartis IL-1 antibody in Europe.

Under the collaboration agreement, Novartis has the right to elect to collaborate in the development and commercialization of a second generation IL-1 Trap
following completion of its Phase 2 development, should we decide to clinically develop such a second generation product candidate. Novartis does not have any
rights or options with respect to our ARCALYST™ product candidate currently in clinical development.

2. Aflibercept (VEGF Trap) — Oncology

Aflibercept is a protein-based product candidate designed to bind all forms of Vascular Endothelial Growth Factor-A (called VEGF-A, also known as Vascular
Permeability Factor or VPF) and the related Placental Growth Factor (called PIGF), and prevent their interaction with cell surface receptors. VEGF-A (and to a less
validated degree, PIGF) is required for the growth of new blood vessels that are needed for tumors to grow and is a potent regulator of vascular permeability and
leakage.

Aflibercept is being developed in cancer indications in collaboration with sanofi-aventis. We and sanofi-aventis began the first four trials of our global Phase 3
development program in the second half of 2007. One trial is evaluating aflibercept in combination with docetaxel/prednisone in patients with first line metastatic
androgen
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independent prostate cancer. A second trial is evaluating aflibercept in combination with docetaxel in patients with second line metastatic non-small cell lung cancer.
The third Phase 3 trial is evaluating aflibercept in first-line metastatic pancreatic cancer in combination with gemcitabine. The fourth Phase 3 trial is evaluating
aflibercept in second-line metastatic colorectal cancer in combination with FOLFIRI (Folinic Acid (leucovorin), 5-fluorouracil, and irinotecan). In all of these trials,
aflibercept is being combined with the current standard of chemotherapy care for the stated development stage of the cancer type.

The collaboration is conducting a number of other trials in the global development program for aflibercept. Five safety and tolerability studies of aflibercept in
combination with standard chemotherapy regimens are continuing in a variety of cancer types to support the Phase 3 clinical program. Sanofi-aventis has also
expanded the development program to Japan, where they are conducting a Phase 1 safety and tolerability study in combination with another investigational agent in
patients with advanced solid malignancies.

The collaboration is also conducting Phase 2 single-agent studies of aflibercept in advanced ovarian cancer (AOC), non-small cell lung adenocarcinoma
(NSCLA), and AOC patients with sy mptomatic malignant ascites (SMA). The AOC and NSCLA trials are fully enrolled and ongoing. The SMA trial is approximately
50% enrolled and continues to enroll patients. In 2004, the FDA granted Fast Track designation to aflibercept for the treatment of SMA.

In addition, more than 10 studies are currently underway or scheduled to begin that are being conducted in conjunction with the National Cancer Institute (NCI)
Cancer Therapy Evaluation Program (CTEP) evaluating aflibercept as a single agent or in combination with chemotherapy regimens in a variety of cancer indications.

The first registration submission to a regulatory agency for aflibercept is possible as early as 2008, potentially as third line treatment as a single agent in
advanced ovarian cancer (AOC) or in AOC patients with SMA. However, in order for our ongoing Phase 2 study in AOC to be sufficient to support such a submission,
we believe that the final unblinded results of the study would have to demonstrate a more robust response rate than that reported in the interim analysis of blinded data
from the study presented in June 2007 at the annual meeting of the American Society of Clinical Oncology (ASCO).

Cancer is a heterogeneous set of diseases and one of the leading causes of death in the developed world. A mutation in any one of dozens of normal genes can
eventually result in a cell becoming cancerous; however, a common feature of cancer cells is that they need to obtain nutrients and remove waste products, just as
nommal cells do. The vascular system normally supplies nutrients to and removes waste from normal tissues. Cancer cells can use the vascular system either by taking
over preexisting blood vessels or by promoting the growth of new blood vessels (a process known as angiogenesis). Vascular Endothelial Growth Factor (VEGF) is
secreted by many tumors to stimulate the growth of new blood vessels to supply nutrients and oxygen to the tumor. VEGF blockers have been shown to inhibit new
vessel growth, and, in some cases, can cause regression of existing tumor vasculature. Countering the effects of VEGF, thereby blocking the blood supply to tumors,
has demonstrated therapeutic benefits in clinical trials. This approach of inhibiting angiogenesis as a mechanism of action for an oncology medicine was validated in
February 2004, when the FDA approved Genentech, Inc.’s VEGF inhibitor, Avastin®. Avastin® (a trademark of Genentech, Inc.) is an antibody product designed to
inhibit VEGF and interfere with the blood supply to tumors.

Aflibercept Collaboration with the sanofi-aventis Group

In September 2003, we entered into a collaboration agreement with Aventis Pharmaceuticals, Inc. (predecessor to sanofi-aventis U.S.) to collaborate on the
development and commercialization of aflibercept in all countries other than Japan, where we retained the exclusive right to develop and commercialize aflibercept. In
January 2005, we and sanofi-aventis amended the collaboration agreement to exclude, from the scope of the collaboration, the development and commercialization of
aflibercept for intraocular delivery to the eye. In December 2005, we and sanofi-aventis amended our collaboration agreement to expand the territory in which the
companies are collaborating on the development of aflibercept to include Japan. Under the collaboration agreement, as amended, we and sanofi-aventis will share co-
promotion rights and profits on sales, if any, of aflibercept outside of Japan for disease indications included in our collaboration. In Japan, we are entitled to a royalty of
approximately 35% on annual sales of aflibercept, subject to certain potential adjustments. We may also receive up to $400.0 million in milestone

Mylan Exhibit 1017
Mylan v. Regeneron, IPR2022-01226
Page 3144

Samsung Bioepis Exhibit 1017, pg. 3144



payments upon receipt of specified marketing approvals. This total includes up to $360.0 million in milestone payments related to receipt of marketing approvals for up
to eight aflibercept oncology and other indications in the United States or the European Union. Another $40.0 million of milestone payments relate to receipt of
marketing approvals for up to five oncology indications in Japan.

Under the aflibercept collaboration agreement, as amended, agreed upon worldwide development expenses incurred by both companies during the term of the
agreement will be funded by sanofi-aventis. If the collaboration becomes profitable, we will be obligated to reimburse sanofi-aventis for 50% of aflibercept development
expenses in accordance with a formula based on the amount of development expenses and our share of the collaboration profits and Japan royalties, or at a faster rate
at our option.

3. VEGF Trap — Eye Diseases

The VEGF Trap-Eye is a form of the VEGF Trap that has been purified and formulated with excipients and at concentrations suitable for direct injection into the
eye. The VEGF Trap-Eye currently is being tested in a Phase 3 trial in patients with the neovascular form of age-related macular degeneration (wet AMD) and has
completed a small pilot study in patients with diabetic macular edema (DME).

In the clinical development program for the VEGF Trap-Eye, we and Bayer HealthCare have initiated a Phase 3 study of the VEGF Trap-Eye in wet AMD. This
first trial, known as VIEW 1 (VEGF Trap: Investigation of Efficacy and Safety in Wet lated macular d ion), is comparing the VEGF Trap-Eye and
Genentech, Inc.’s Lucentis® (ranibizumab), an anti-angiogenic agent approved for use in wet AMD. This Phase 3 trial is evaluating dosing intervals of four and eight
weeks for the VEGF Trap-Eye compared with ranibizumab dosed according to its label every four weeks. We and Bayer HealthCare plan to initiate a second Phase 3 trial
in wet AMD in 2008, This second trial will be conducted primarily in the European Union and other parts of the world outside the U.S.

In October 2007, we and Bayer HealthCare announced positive results from the full analysis of the primary 12-week endpoint of a Phase 2 study evaluating the
VEGF Trap-Eye in wet AMD. The VEGF Trap-Eye met the primary study endpoint of a statistically significant reduction in retinal thickness, a measure of disease
activity, after 12 weeks of treatment compared with baseline (all five dose groups combined, mean decrease of 119 microns, p<0.0001). The mean change from baseline in
visual acuity, a key secondary endpoint of the study, also demonstrated statistically significant improvement (all groups combined, increase of 5.7 letters, p<0.0001).
Preliminary analyses at 16 weeks showed that the VEGF Trap-Eye, dosed monthly, achieved a mean gain in visual acuity of 9.3 to 10 letters (for the 0.5 and 2 mg dose
groups, respectively). In additional exploratory analyses, the VEGF Trap-Eye, dosed monthly, reduced the proportion of patients with vision of 20/200 or worse (a
generally accepted definition for legal blindness) from 14.3% at baseline to 1.6% at week 16; the proportion of patients with vision of 20/40 or better (part of the legal
min