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eMethods 1. List of PANORAMA Study Investigators

Principal investigator

Study site

Location

Abbey, Ashkan

Texas Retina Associates

Dallas, Texas, USA

Abraham, Prema

Black Hills Regional Eye Institute, LLC

Rapid City, South Dakota, USA

Alfaro, Daniel

Charleston Neuroscience Institute

Ladson, South Carolina, USA

Berger, Adam

Center for Retina and Macular Disease

Winter Haven, Florida, USA

Berger, Brian

Retina Research Center, PLLC

Austin, Texas, USA

Brooks, Jr., Harold

Southern Vitreoretinal Associates PL

Tallahassee, Florida, USA

Brown, David

Retina Consultants of Texas

Houston, Texas, USA

Browning, David

Charlotte Eye Ear Nose & Throat Associates,
P.A.

Charlotte, North Carolina, USA

Burgess, Stuart

Ft. Lauderdale Eye Institute, LLC

Plantation, Florida, USA

Busbee, Brandon

Tennessee Retina, PC

Nashville, Tennessee, USA

Campochiaro, Peter

Johns Hopkins Hospital School of

Medicine, Wilmer Eye Institute

Baltimore, Maryland, USA

Chang, Margaret

Retinal Consultants Medical Group, Inc.

Sacramento, California, USA

Charles, Steven

Charles Retina Institute

Germantown, Tennessee, USA

Chaudhry,Nauman

Retina Group of New England

New London, Connecticut, USA
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Philadelphia, Pennsylvania, USA

Chiang, Allen Mid Atlantic Retina
Eye Associates of New Mexico Retina .
Chiu, Mark Albuquerque, New Mexico, USA
Center
Clark, W. Lloyd Palmetto Retina Center West Columbia, South Carolina, USA
Danzig, Carl Rand Eye Institute Deerfield Beach, Florida, USA

DeCroos, Francis

Southeastern Retina Associates, PC

Chattanooga, Tennessee, USA

Dooner, James

Austin Retina Associates

Austin, Texas, USA

Emanuelli, Andres

Emanuelli Research and Development

Center, LLC

Arecibo, Puerto Rico, USA

Facsko, Andrea

Szegedi Tudomanyegyetem, Szent-Gyorgyi

Albert Klinikai Kozpont - Szemeszeti Klinika

Szeged, Csongrad, HUN

Fein, Jordana

The Retina Group of Washington

Fairfax, Virginia, USA

Freeman, William

UCSD Shiley Eye Institute, Jacobs Retina

Center

La Jolla, California, USA

Friedman, Scott

Florida Retina Consultants

Lakeland, Florida, USA

Ghorayeb, Ghassan

West Virginia University Eye Institute

Morgantown, West Virginia, USA

Gonzalez, Victor

Valley Retina Institute, PA

Harlingen, Texas, USA

Guerami, Amir

The Retina Partners

Encino, California, USA

Haak, Logan

San Diego Retina Associates

Oceanside, California, USA
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Hagedorn, Curtis

Colorado Retina Associates

Golden, Colorado, USA

Hairston, Richard

The Eye Institute of West Florida

Largo, Florida, USA

Heier, Jeffrey

Ophthalmic Consultants of Boston

Boston, Massachusetts, USA

Hershberger, Vrinda

Florida Eye Associates

Melbourne, Florida, USA

Hu, Allen

Cumberland Valley Retina Consultants, P.C.

Hagerstown, Maryland, USA

Jackson, Kurt

Retina Center of New Jersey, LLC

Bloomfield, New Jersey, USA

Jacobson, Michael

Georgia Retina, P.C

Tucker, Georgia, USA

Jacoby, Rachel

University of Utah John A. Moran Eye

Center

Salt Lake City, Utah, USA

Kerenyi, Agnes

Bajcsy-Zsilinszky Korhazés Rendeldintézet

- Szemeszet

Budapest, Pest, HUN

Kim, Brian

University of Vermont Medical Center

Burlington, Vermont, USA

Kingsley, Ronald

Dean McGee Eye Institute

Oklahoma City, Oklahoma, USA

Kiss, Katalin

Zala Megyei Szent Rafael Korhaz

Szemeszeti Osztaly

Zalaegerszeg, Zala,HUN

Kitaoka, Takashi

NagasakiUniversity Hospital

Nagasaki, Nagasaki, JPN

Kitchens, John

Retina and Vitreous Associates of
Kentucky, PSC dba Retina Associates of

Kentucky

Lexington, Kentucky, USA
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Kruger, Erik

Eye Care Specialists

Kingston, Pennsylvania, USA

Kwong, Jr., Henry

Associated Retina Consultants, Ltd.

Phoenix, Arizona, USA

Lara, Wilfredo

Retina Macula Specialists of Miami, LLC

Miami, Florida, USA

Lazarus,Howard

John Kenyon American Eye Institute

New Albany, Indiana, USA

Lee, Seong Strategic Clinical Research Group, LLC Willow Park, Texas, USA

Liao, David Retina Vitreous Associates Medical Group Beverly Hills, California, USA
Hlinois Earand Eye Infirmary, UIC

Lim, Jennifer Department of Ophthalmology and Visual Chicago, Illinois, USA
Sciences

Meleth, Annal Marietta Eye Clinic Marietta, Georgia, USA

Menon, Geeta

Frimley Park Hospital NHS Foundation

Trust, Department of Ophthalmology

Camberley, Surrey, GBR

Nakashizuka, Hiroyuki

Nihon University Hospital

Chiyoda-ku, Tokyo, JPN

Novalis, George

Retina Centers, PC

Tucson, Arizona, USA

Oh, Hideyasu

Hyogo Prefectural AmagasakiGeneral

Medical Center

Amagasaki-shi, Hyogo, JPN

Ohr, Matthew

The Ohio State University

Columbus, Ohio, USA

Olson, John

Central Florida Retina

Orlando, Florida, USA

Palmer, James

Northern California Retina Vitreous Associates

Medical Group, Inc.

Mountain View, California, USA
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Patel, Shriji

Vanderbilt University Medical Center

Nashville, Tennessee, USA

Patel, Sunil

Retina Research Institute of Texas

Abilene, Texas, USA

Pavan, Peter

University of South Florida Eye Institute

Tampa, Florida, USA

Payne, John

Palmetto Retina Center, LLC - Florence

Florence, South Carolina, USA

Pirouz, Ashkan

Retina Consultants of Orange County

Fullerton, California, USA

Rofagha, Soraya

East Bay Retina Consultants, Inc.

Oakland, California, USA

Sakamoto, Taiji

Kagoshima University Hospital

Kagoshima, Kagoshima, JPN

Samuel, Michael

Retina Institute of California

Arcadia, California, USA

Segal, Zachary

Medeye Associates

Miami, Florida, USA

Sekundo, Walter

Universitatsklinikum Giessen und Marburg

GmbH, Standort Marburg, Augenklinik

Marburg, Hesse, DEU

Shah, Milan

Midwest Eye Institute

Indianapolis, Indiana, USA

Sheth, Veeral

University Retina and Macula Associates,

PC

Oak Forest, lllinois, USA

Shimouchi, Akito

Asahikawa Medical University Hospital

Asahikawa, Hokkaido, JPN

Singer, Michael

Medical Center Ophthalmology Associates

San Antonio, Texas, USA

Sivaprasad, Sobha

Moorfields Eye Hospital

London, London, GBR

Spiru, Bogdan

Universitatsklinikum Giessen und Marburg

GmbH

Marburg, Germany
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Spital, Georg

Augenarzte am St. Franziskus - Hospital

Minster, North Rhine-Westphalia, DEU

Stone, Cameron

Western Carolina Retinal Associates, PA

Asheville, North Carolina, USA

Osztaly

Suan, Eric The Retina Care Center Baltimore, Maryland, USA
Retina Consultants of Nevada

Thach, Allen Henderson, Nevada, USA
Debreceni Egyetem Klinikai Kézpont -

Vajas, Attila Debrecen, Hajdu-Bihar, HUN
Szemklinika
MH Egészségligyi Kdzpont Szemeszeti

Vogt, Gabor Budapest, Pest, HUN

Walker, Joseph

National Ophthalmic Research Institute

Fort Myers, Florida, USA

Wang, Yujen

Oregon Retina Institute

Medford, Oregon, USA

Wiedemann, Peter

Universitatsklinikum Leipzig AR, Klinik und

Poliklinik fur Augenheilkunde

Leipzig, Saxony, DEU

Williams, Jonathan

Retina Consultants of Southern Colorado, PC

Colorado Springs, Colorado, USA

Wirthlin, Robert

Spokane Eye Clinical Research

Spokane, Washington, USA

Wykoff, Charles

Retina Consultants of Texas

Houston, Texas, USA

Xavier, Samantha

Florida Eye Clinic

Altamonte Springs, Florida, USA
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eMethods 2. Patient Inclusion/Exclusion Criteria, Randomization and Masking, Methods to
Assess Efficacy and Safety Outcomes, Protocol Amendments, Sample Size Calculation, and
Statistical Analyses

Patient Inclusion/Exclusion Criteria

Please refer to the provided study protocol for inclusion and exclusion criteria in full. Briefly, adult subjects (age
>18 years) with type 1 or 2 diabetes mellitus who had moderately severe to severe nonproliferative diabetic
retinopathy (NPDR; Diabetic Retinopathy Severity Scale [DRSS] level 47 or 53 confirmed by the central reading
center) in aneye in which panretinal photocoagulation (PRP) could be safely deferred for >6 months were eligible
for enrollment. best corrected visual acuity (BCVA) of >69 Early Treatment Diabetic Retinopathy Study (ETDRS)
letters (approximately 20/40 or better) was required in the study eye. Subjectswere excluded if they had macular
edema (ME) within 1000 um of the foveal center, retinal neovascularization, anterior segment neovascularization
(ASNV), vitreous hemorrhage, or tractionalretinal detachment. Subjects were also excluded if they had prior

treatment with focal, grid, or PRP, intraocularsteroids, or anti-vascularendothelial growth factor (VEGF) agents.
Only one eye per patientwas enrolled in the study.

Randomization and Masking

Patients were randomized accordingto a central randomization scheme with treatment assignments provided by an
interactive voice response system (I'VRS)/interactive web response system (IWRS) to the designated study
pharmacist (or qualified designee).

The study was conducted in double-masked fashion,and maskingwas maintained to the end of the study (week
100). Study patientsand masked study site personnel remained masked to all randomization assignmentsthroughout
the study. To preserve the masking, sham injections were performed for the 298 and 2q16 groups at treatment visits
in which patientsdid notreceive an active injection through week 96; sham injections were performed at all
treatment visits for the sham group from baseline to week 96. A masked physician was responsible for all study
procedures and assessments except forstudy drug administration, which was performed by a separate unmasked
physician. Every effort was made to ensure thatall study site personnel other than those designated as unmasked
remained masked to treatment assignment. The central reading center responsible for the assessment of the DRSS
for the primary endpoint was masked to treatment assignment throughout the study. In addition, the Sponsor/
Contract research organization (CRO) team memberswho were in regular contact with study sites remained masked
to all patientrandomization assignments.

Methods to Assess Efficacy and Safety Outcomes

Diabetic retinopathy (DR) severity was evaluated using feature-based grading of visible pathologic characteristics
on fundus photographstaken atbaseline and weeks 8, 12, 24, 40, 52, and all visits from week 56 through 100
designating an eye to one of 12 distinct categories on the ETDRS DRSS.! BCVA and centralsubfield thickness
(CST; termed central retinal thickness [CRT] in the clinical study protocol) were assessed using the ETDRS
protocol? and spectral domain optical coherence tomography (SD-OCT) at every visit, respectively. Masked readers
atanindependentreading center graded all images (Fundus Photograph Reading Center, Madison, Wisconsin).

Vision-threatening complication (VTC) events were determined either by the reading centerif a DRSS score of >
level 61 was assigned, or by the investigator on fundus photography, fluorescein angiography, and/orclinical exam.
Center-involved diabetic macularedema (CI-DME) was diagnosed by the investigator using clinical exam and/or
SD-OCT. Ifidentified by the investigator, VTC and CI-DME events could be recorded atany visit, scheduled or
unscheduled.

Safety outcomesincluded the proportion of subjectswho developed ocular adverse events (AEs), nonocular AEs,
and Anti-Platelet Trialists' Collaboration (APTC)-defined arterial thromboembolic events.
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Efficacy and safety variables were assessed using the full analysis set and safety analysis set, respectively, which were
identical and included all randomized eyesthat received any study treatment.

Protocol Amendments

Amendments 1 and 2: Following discussions with the Food and Drug Administration (FDA) (and well before the
study began), the primary outcome measure of the study was amended to be the proportion of patientswho improved
by >2 steps from baseline in the DRSS score at week 24 in the combined 298 and 2q16 groups, and at week 52 for
each group separately. Secondary endpoints were modified slightly; a few were separated into 2 endpoints. The 298
group regimen was updated to transition to a flexible dosing regimen based on the investigator's assessment of DRSS
score beginning atweek 56. Significance levels for testing of the secondary efficacy endpointswere also revised per
FDA feedback. Hemoglobin Alc (HbALc) assessment at week 24 and fundus photography (FP)at week 8 were added
per Pharmaceuticalsand Medical Devices Agency (PMDA) feedback.

Amendment 3: An exclusion criterion was updated to exclude women who were breastfeeding from participation in
the study.

Amendment 4 (Japan only): Eligibility criteria were revised to exclude periocular steroid in the study eye within 120
daysofday 1 and patients with fluorescein allergy precluding ability to perform fluorescein angiography, per request
from the PMDA.

Amendment5: The timepoint for evaluation of the secondary endpoints (parameters associated with the prevention of
VTCs secondary to DR, and CI-DME) was changed from week 100 to week 52, with additionalexploratory analysis
of the secondary endpoints at week 100. This change was made because at week 24, when these measures were
assessed from a safety perspective, there was a marked separation between the Intravitreal Aflibercept Injection (IAl)
and sham groups, suggesting that Al had a profound impact on these outcomesin diabetic retinopathy patients. Due
to these results, the study sponsor felt it was important to make these data available to the DR community through
approved labelling as soon as possible.

Sample Size Calculation

Based on data from the VISTA and VIVID trials®# of 1Al fortreatment of DME, it was anticipated that
approximately 41% versus 17% of eyes in the [Al and sham treatment groups would achievea >2 -step improvement
from baseline in DRSS score, respectively. Itwas calculated that 120 eyes per treatment group were needed to detect
a difference between I Al and sham treatment with 90% power ata 2-sided significance level of 1.67%, assuming a
15% dropout rate.

Statistical Analyses

Proportions were analyzed using the Cochran-Mantel-Haenszeltest stratified by baseline DRSS score. Continuous
variableswere analyzed using analysis of covariance with baseline measurementsascovariatesand treatmentand
baseline DRSS score stratification asfixed factors. Missing or non-gradable post-baseline values were imputed
using the last observation carried forward method. Data foreyes receiving rescue treatment was censored from the
time of rescue. Cumulative incidence of eventsand eventrateswas estimated using the Kaplan—Meier method.
Hazard ratioswere calculated using a Cox modelincluding factorsof treatment group and baseline DRSS score
stratification variable. The primary efficacy endpointswere tested at the significance level of 1.67% (P<0.0167).
The significance threshold for the secondary endpointswas dependent on the outcomes of the primary endpoints. All
analyseswere performed using Statistical Analysis System software (SAS; Cary, North Carolina).

© 2021 Brown DM et al. JAMA Ophthalmology.



eTable 1. Treatment Experience Through Week 100

Mean number of Mean number of Mean total injections
Treatment injections from injections from week 52 through week 100
baseline to week 52 to week 100
IAl 2916 (N=135) 5.5 (of 6 expected) 2.6 (of 3 expected) 7.8 (of 9 expected)
IAl 2q8/PRN (N=134) 8.6 (of 9 expected) 1.8 (of 0 to max. 6) 10.3 (of 9to max. 15)

Notincluding IAl rescue injections. Patients entering the 2nd year: 2q16 n=121, 2q8 n=122 (41 patientsin the 2q8 group did not
receive any injectionsinyear 2).

208, 2 mg IAl every 8 weeks after 5 initialmonthly doses; 2916, 2 mg 1Al every 16 weeks after 3initial monthly doses and 1 8-week
interval; IAl, intravitreal afliberceptinjection; max., maximum; PRN, prore nata.
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eTable 2. Proportion of Patients With a 2-Step or Greater Improvement in DRSS Score From
Baseline to Weeks 24, 52, and 100 Using LOCF Method

Adjusted difference, %

Treatment n/N, (%) (95% Cly2 P-valued
Week 24

IAl 2916 (N=135) 83/135 (61.5) 55.4 (46.3, 64.5) <.001
IAl 2q8/PRN (N=134) 74/134 (55.2) 49.2 (39.9, 58.6) <.001
IAl 2mg combined (N=269) 157/269 (58.4) 52.3 (45.2, 59.5) <.001
Sham (N=133) 8/133 (6.0)

Week 52

IAl 2q16 (N=135) 88/135 (65.2) 50.1 (40.1, 60.1) <.001
IAl 2q8/PRN (N=134) 107/134 (79.9) 64.8 (55.8, 73.9) <.001
Sham (N=133) 20/133 (15.0)

Week 100

IAl 2016 (N=135) 84/135 (62.2) 49.4 (39.4, 59.4) <.001
IAl 2q8/PRN (N=134) 67/134 (50.0) 37.2 (27.1, 47.4) <.001

Sham (N=133)

17/133 (12.8)

aDifferencein Clis calculated using Mantel-Haenszel weighting scheme adjusted by baseline DRSS variable; °P-value is calculated
using 2-sided Cochran-Mantel-Haenszeltest adjusted by baseline DRSS variable.

208, 2 mg IAl every 8 weeks after 5 initialmonthly doses; 2q 16, 2 mg IAl every 16 weeks after 3initialmonthly doses and 1 8-week
interval; LOCF; last observationcarried forward; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; IAl, in travitreal

afliberceptinjection; PRN, prore nata.
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eTable 3. Proportion of Patients With a 2-Step or Greater Improvement in DRSS Score From
Baseline to Week 52 Using aLOCF Method

Adjusted difference, %

0, R b
Treatment n/N, (%) (95% Cl)e P-value
IAl 2916 (N=135) 89/135 (65.9) 41.8 (31.0, 52.6) <.001
IAl 2q8/PRN (N=134) 107/134 (79.9) 55.8 (45.9, 65.7) <.001

Sham (N=133)

32/133 (21.4)

LOCF method was used to impute missing or non-gradable post-baseline data regardless of whether rescue treatment was given.
Baseline was carried forward if all post-baseline observations were missing or non-gradeable. ?Difference in Cl is calculated using
Mantel-Haenszel weighting schemeadjusted by baseline DRSS variable; °P-value is calculated using 2-sided Cochran-Mantel-

Haenszel test adjusted by baseline DRSS variable.

2098, 2 mg lAl every 8 weeks after 5 initialmonthly doses; 2q16, 2 mg Al every 16 weeks after 3 initialmonthly doses and 1 8-week
interval; aLOCF; ancillary last observation carried forward; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; 1Al,
intravitreal aflibercept injection; PRN, prore nata.
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eTable 4. Proportion of Patients With a 2-Step or Greater Improvementin DRSS Score From

Baseline to Week 100 Using aLOCF Method

Adjusted difference, %

0, R b
Treatment n/N, (%) (95% Cl)e P-value
IAl 2916 (N=135) 87/135 (64.4) 36.6 (25.5, 47.7) <.001
IAl 2q8/PRN (N=134) 67/134 (50.0) 22.2 (10.9, 33.5) <.001

Sham (N=133)

37/133 (27.8)

LOCF method was used to impute missing or non-gradable post-baseline data regardless of whetherrescue treatment was given.
Baseline was carried forward if all post-baseline observations were missing or non-gradeable. ?Difference in Cl is calculated using
Mantel-Haenszel weighting schemeadjusted by baseline DRSS variable; °P-value is calculated using 2-sided Cochran-Mantel-

Haenszel test adjusted by baseline DRSS variable.

2098, 2 mg lAl every 8 weeks after 5 initial monthly doses; 2q16, 2 mg 1Al every 16 weeks after 3 initialmonthly doses and 1 8-week
interval; aLOCF; ancillary last observation carried forward; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; IAl,
intravitreal afliberceptinjection; PRN, prore nata.
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eTable 5. Proportion of Patients With a 2-Step or Greater Improvement in DRSS Score From
Baseline to Week 52 Using aOC Method

Adjusted difference, %

0, R b
Treatment n/N, (%) (95% Cl)e P-value
IAl 2916 (N=135) 72/108 (66.7) 40.7 (28.4, 53.0) <.001
IAl 2q8/PRN (N=134) 96/116 (82.8) 56.4 (45.5, 67.4) <.001

Sham (N=133)

27/106 (25.5)

All observed values were used foranalysis regardless of whether rescue treatment was given. *Difference in Clis calculated using
Mantel-Haenszel weighting schemeadjusted by baseline DRSS variable; °P-value is calculated using 2-sided Cochran-Mantel-
Haenszel test adjusted by baseline DRSS variable.

208, 2 mg IAl every 8 weeks after 5 initialmonthly doses; 2q16, 2 mg |Al every 16 weeks after 3initial monthly doses and 1 8-week
interval; aOC; ancillary observed case; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; 1Al, intravitreal aflibercept

injection; PRN, prore nata.
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eTable 6. Proportion of Patients With a 2-Step or Greater Improvement in DRSS Score From
Baseline to Week 100 Using aOC Method

Adjusted difference, % (95%

9 g b
Treatment n/N, (%) Ciy P-value
IAl 2916 (N=135) 66/101 (65.3) 38.0 (24.8, 51.2) <.001
IAl 2q8/PRN (N=134) 48/100 (48.0) 19.8 (6.2, 33.4) 0.0050

Sham (N=133)

24/88 (27.3)

All observed values were used foranalysis regardless of whether rescue treatment was given. 2Difference in Clis calculated using
Mantel-Haenszel weighting schemeadjusted by baseline DRSS variable; °P-value is calculated using 2-sided Cochran-Mantel-
Haenszel test adjusted by baseline DRSS variable.

2098, 2 mg lAl every 8 weeks after 5 initialmonthly doses; 2q16, 2 mg Al every 16 weeks after 3 initialmonthly doses and 1 8-week
interval; aOC; ancillary observed case; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; IAl, intravitreal aflibercept

injection; PRN, prore nata.
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eTable 7. Proportion of Patients With a 2-Step or Greater Improvement in DRSS Score From
Baseline to Week 52 Using Multiple Imputation

Adjusted
Treatment n/N, (%)2 Difference, % difference, % P-valuec
(95% ClI)°
IAl 2916 (N=135) 89/135 (66.3) 46.3 46.3 (36.0, 56.6) <.001
IAl 2q8/PRN 110/134 62.0
(N=134) 61.9) 62.0 (52.8, 71.2) <.001

Sham (N=133)

27/133 (19.9)

aCalculated fromthe average of 100 imputed data; "Calculated using Mantel-Haenszel weighting scheme adjusted by baseline
DRSS variable foreach imputed data, then results averaged; Calculated from Cochran-Mantel-Haenszel test adjusted by baseline
DRSS variable foreach imputed data, then P-value calculated after Wilson Hilferty transformation.

2098, 2 mg lAl every 8 weeks after 5 initial monthly doses; 2q16, 2 mg Al every 16 weeks after 3 initialmonthly doses and 1 8-week
interval; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; IAl, intravitreal afliberceptinjection; PRN, prore nata.

© 2021 Brown DM et al. JAMA Ophthalmology.




eTable 8. Proportion of Patients With a 2-Step or Greater Improvement in DRSS Score From
Baseline to Week 100 Using Multiple Imputation

Adjusted
Treatment n/N, (%)2 Difference, % difference, % P-value¢
(95% CI)P
IAl 2916 (N=135) 83/135 (61.8) 44.4 44.4 (34.0, 54.8) <.001
IAl 2q8/PRN 29.9
(N=134) 63/134 (47.2) 29.9 (19.3, 40.4) <.001

Sham (N=133)

23/133 (17.4)

3Calculated fromthe average of 100 imputed data; "Calculated using Mantel-Haenszel weighting scheme adjusted by baseline
DRSS variable foreach imputed data, then results averaged; Calculated from Cochran-Mantel-Haenszel test adjusted by baseline
DRSS variable foreach imputed data, then p-value calculated after Wilson Hilferty transformation.

2098, 2 mg lAl every 8 weeks after 5 initial monthly doses; 2q16, 2 mg Al every 16 weeks after 3 initialmonthly doses and 1 8-week
interval; Cl, confidence interval; DRSS, diabetic retinopathy severity scale; IAl, intravitreal afliberceptinjection; PRN, prore nata.
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eTable 9. Proportion of Patients Who Developed Any Vision-Threatening Complication
(PDR/ASNV) Through Week 52 and Week 100

Treatment

niN, (%)

Adjusted difference, %

P-valueP

Reduction from

(95% CI)2 Sham, %
Week 52
IAl 2016 (N=135) 5/135 (3.7) -16.6 (-24.2, -9.1) <.001 81.8
IAl 208/PRN (N=134) | 4/134 (3.0) -17.3 (-24.7, -9.9) <.001 85.3
Sham (N=133) 27/133 (20.3)
Week 100
IAl 2916 (N=135) 11/135 (8.1) | —19.0 (-27.8, —10.1) <.001 69.9
IAl 2q8/PRN (N=134) | 8/134 (6.0) —21.1 (-29.6, —12.5) <.001 77.9

Sham (N=133)

36/133 (27.1)

3Differencein Clis calculated using Mantel-Haenszel weighting scheme adjusted by baseline DRSS variable; °P-value is calculated

using 2-sided Cochran-Mantel-Haenszeltest adjusted by baseline DRSS variable.

2098, 2 mg lAl every 8 weeks after 5 initialmonthly doses; 2q16, 2 mg Al every 16 weeks after 3 initialmonthly doses and 1 8-week
interval; ASNV, anterior segment neovascularization; Cl, confidence interval; 1Al, intravitreal aflibercept injection; PDR, proliferative
diabetic retinopathy; PRN, prore nata.
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eTable 10. Proportion of Patients Who Developed CI-DME Through Week 52 and Week 100

Treatment n/N, (%) Adjuste(gsodAiffcelr)ince, % P-value® Redgﬁgr?: OfA:om
Week 52

IAl 2016 (N=135) 9/135 (6.7) -18.9 (-27.5, -10.4) <.001 73.9

IAl 2q8/PRN (N=134) | 11/134 (8.2) -17.3 (-26.2, -8.5) <.001 67.9
Sham (N=133) 34/133 (25.6)

Week 100

IAl 2916 (N=135) 14/135 (10.4)| —22.8 (-32.2, —-13.3) <.001 68.7

IAl 2q8/PRN (N=134) [18/134 (13.4)] -19.6 (-29.6, —9.7) <.001 59.4
Sham (N=133) 44/133 (33.1)

3Differencein Clis calculated using Mantel-Haenszel weighting scheme adjusted by baseline DRSS variable; °P-value is calculated
using 2-sided Cochran-Mantel-Haenszeltest adjusted by baseline DRSS variable.

2098, 2 mg lAl every 8 weeks after 5 initial monthly doses; 2q16, 2 mg |Al every 16 weeks after 3initial monthly doses and 1 8-week

interval; Cl, confidence interval;, CI-DME, center-involved diabetic macular edema; IAl, intravitreal aflibercept injection; PRN, prore
nata.
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eTable 11. Proportion of Patients With Panretinal Photocoagulation or Vitrectomy Through
Week 100

Treatment n/N, (%) P-value
IAl 216 (N=135) 2/135 (1.5) <.002

IAl 2q8/PRN (N=134) 2/134 (1.5) <.002

Sham (N=133) 14/133 (10.5)

208, 2 mg |IAl every 8 weeks after 5 initial monthly doses; 2916, 2 mg IAl every 16 weeks after 3initial monthly doses and 1 8-week
interval; IAl, intravitreal afliberceptinjection; PRN, prore nata.
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eTable 12. Nonocular SAEs Occurring in 1% of Patients or More in Any Treatment Group from

Baseline Through Week 100

Sham Al 2916 IAl 2q8/PRN All 1Al
(N=133) (N=135) (N=134) (N=269)
Subjects with 21 nonocular SAE, N (%) 35 (26.3) 37 (27.4) 42 (31.3) 79 (29.4)
Abscess (limb) 0 0 2 (1.5) 2(0.7)
Cellulitis 1 (0.8) 2 (1.5) 5(3.7) 7 (2.6)
Pneumonia 2 (1.5 3(2.2) 3(2.2) 6 (2.2)
Sepsis 1(0.8) 0 3(2.2) 3(1.1)
Osteomyelitis 4 (3.0) 1(0.7) 0 1(0.4)
Acute kidney injury 2 (1.5) 1(0.7) 3(2.2) 4 (1.5)
Myocardial infarction 1(0.8) 2 (1.5) 1(0.7) 3(1.1)
Acute myocardial infarction 2 (1.5) 2(1.5) 0 2(0.7)
Coronary artery disease 1(0.8) 5(13.7) 4 (3.0) 9 (3.3
Coronary artery stenosis 0 2 (1.5) 0 2(0.7)
Cardiac failure congestive 1(0.8) 2 (1.5) 3(2.2) 5(1.9)
Left ventricular failure 2 (1.5 0 0 0
Anemia 0 2(1.5) 0 2(0.7)
Diabetic ketoacidosis 0 2 (1.5) 0 2 (0.7)
Cerebrovascular accident 0 3(2.2) 1(0.7) 4 (1.5)
Ischemic stroke 3(2.3) 0 0 0
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Dehydration 1(0.8) 0 3(2.2) 3(1.1)
Hypoglycemia 0 2 (1.5) 0 2(0.7)
Diabetic foot 0 1(0.7) 2 (1.5) 3(1.1)
Diabetic foot infection 0 3(2.2) 0 3(1.1)
Acute respiratory failure 1(0.8) 0 2 (1.5) 2(0.7)
Pleural effusion 2 (1.5) 1(0.7) 1(0.7) 2(0.7)
Pulmonary hypertension 2 (1.5 0 0 0

IAl, intravitreal afliberceptinjection; 1Al 208, 2 mg IAl every 8 weeks after 5initial monthly doses; 1A 2q16, 2 mg IAl every 16 weeks

after 3 initial monthly dosesand 1 8-week interval; PRN, pro re nata; SAE, serious adverse event.
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eFigure 1. Visit and Dosing Schedule of the Phase 3 Double-Masked PANORAMA
Randomized Clinical Trial

PANORAMA Dosing and Visit Schedule

4 4 ¥

Week: BL 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100

Sham O0OOOOO O O O O O 0O 0 0 0 0o -
216 X XXOX O X O X O X 0 X 0 X -

208»PRN X X X X X X X X xQ+ + o+ +=

+2q8 group continued PRN from Week 56 to Week 100:
Injection given unless investigator determined DRSS
was Level 35 or better (mild NPDR).

2098, 2 mg lAl every 8 weeks after 5 initial monthly doses; 2q 16, 2 mg |Al every 16 weeks after 3initial monthlydoses and 1 8-week
interval; ASNV, anterior segment neovascularization; BL, baseline; CI-DME, center-involved diabetic macularedema; DRSS,
Diabetic Retinopathy Severity Scale; IAl, intravitreal aflibercept injection; NPDR, nonproliferative diabetic retinopathy, PDR,
proliferative diabetic retinopathy; PRN, prore nata.
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eFigure 2. Patient Disposition

| Assessed for eligibility (N=759) |

Excluded (did not meet study

criteria) (N=357)

| Randomly assigned (N=402) |

|

Sham (N=133)
“Treated 133 (100%)

IAl 2q16 (N=135)
“Treated 135 (100%)

IAI 2g8/PRN (N=134)
“Treated 134 (100%)

v

v

v

Completed week 52 109 (82.0%)

Completed week 52 122 (90.4%)

Completed week 52 124 (92.5%)

Discontinued before week 52 24 (18.0%) Discontinued before week 52 13(9.6%) Discontinued before week 52 10 (7.5%)
*Adverse events 2 (1.5%) *Adverse events 4 (3.0%) «Adverse events 0 (0%)
+Death B (4.5%) «Death 0 (0%) +Death 1(0.7%)
«Consent withdrawal 2(1.5%) *Consent withdrawal 5(3.7%) *Consent withdrawal 4 (3.0%)
+Lost to follow-up 12 (9.0%) «Lost to follow-up 4 (3.0%) +Lost to follow-up 5(3.7%)
+Other? 2 (1.5%) «Other 0 (0%) +Other 0 (0%)
v v v

Analyzed Analyzed Analyzed

*Safety analysis set 133 (100%) +Safety analysis set 135 (100%) +Safety analysis set 134 (100%)
*Full analysis set 133 (100%) *Full analysis set 135 (100%) *Full analysis set 134 (100%)

v

v

v

Completed week 100 97 (72.9%)
Discontinued before week 100 36 (27.1%)

«Adverse events 4 (3.0%)
*Death 8(6.0%)
*Consent withdrawal 4 (3.0%)
+Lost to follow-up 18 (13 5%)
+*Other? 2(1.6%)

Completed week 100 111 (82.2%)
Discontinued before week 100 24 (17.8%)

«Adverse events 9 (6.7%)
+Death 1(0.7%)
+Consent withdrawal 9(6.7%)
+Lost to follow-up 5(3.7%)
+Other 0 (0%)

Completed week 100 112(83.6%)
Discontinued before week 100 22 (16.4%)

«Adverse events 0 (0%)
*Death 2(1.5%)
*Consent withdrawal 6 (4.5%)
+Lost to follow-up 14 (1 0.4%)
*Other 0 (0%)

#0ne (0.8%) patient discontinued due to protocol deviation, and 1 (0.8%) patient discontinued due to pregnancy.

IAl, intravitreal afliberceptinjection; 1Al 298, 2 mg IAl every 8 weeks after 5initial monthly doses; IAI 2916, 2 mg IAl every 16 weeks
after 3 initial monthly dosesand 1 8-week interval; PRN, pro re nata.
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