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Online Supplementary Table S2 Inclusion and exclusion criteria

Inclusion criteria

Exclusion criteria

o Adiagnosis of NAMD

o Patients for whom the decision to initiate
treatment with IVT-AFL in a proactive
regimen was made as routine clinical
practice

o Treatment naive in the study eye (no prior
therapy for nAMD)

o Patient aged = 50 years

o  Written informed patient consent before the
start of data collection (according to the
requirements of the local authorities and

laws)

o Participation in an investigational program
with interventions outside of routine clinical
practice

o Patients with contraindications to IVT-AFL
listed in the local marketing authorization

o Planned treatment regimen outside of the
local marketing authorization

o Patients with eye diseases, e.g. advanced
glaucoma or visually significant cataracts,
likely to require surgery during the
observation period in the study eye

o Concomitant ocular or systemic
administration of drugs up to 3 months
before IVT-AFL treatment that could
interfere with or potentiate the mechanism
of action of IVT-AFL, including other anti-
VEGF agents in the fellow eye

o Any other retinal disease that may interfere
with the treatment of NAMD

IVT-AFL intravitreal aflibercept, nAMD neovascular age-related macular degeneration, VEGF vascular endothelial growth factor




Online Supplementary Table S3 Mean change in BCVA from baseline to month 12 and

month 24
EMA-aligned Non-EMA-aligned Total
label label
n=1165 n =301 N = 1466
Baseline
Mean VA 55.1+19.8 51.6+21.8 54.3+20.3
n (%) 1165 (100) 301 (100) 1466 (100)
Month 12
Mean VA 59.7 £ 21.5 549 +24.9 58.7 £22.3
Change from BL 4.6[3.6, 5.6] 3.41[1.5,5.2] 4.3[34,5.3]
n (%) 1150 (98.7) 301 (100) 1451 (99.0)
Month 24
Mean VA 57.4 +23.2 53.8 +26.5 56.6 + 24.0
Change from BL 2.3[1.2,34] 2.2[0.1, 4.3] 2.3[1.3,3.3]
n (%) 1165 (100) 301 (100) 1466 (100)

FAS, LOCF. Data are mean = SD and mean [95% CI], unless otherwise stated

BCVA best-corrected visual acuity, BL baseline, CI confidence interval, EMA European Medicines Agency, FAS full analysis

set, LOCF last observation carried forward, SD standard deviation, VA visual acuity



Online Supplementary Table S4 The proportion of patients (as defined by treatment eyes)
achieving a VA letter score = 70 letters (Snellen equivalent of 20/40 or better) in patients with
treatment-naive nNAMD following 12 and 24 months of IVT-AFL treatment in routine clinical
practice

EMA-aligned Non-EMA-aligned Total
label label
n=1165 n=301 N = 1466

Baseline

270 letters 334 (28.7) 78 (25.9) 412 (28.1)

< 70 letters 831 (71.3) 223 (74.1) 1054 (71.9)
12 months

270 letters 514 (44.1) 123 (40.9) 637 (43.5)

< 70 letters 636 (54.6) 178 (59.1) 814 (55.5)
24 months

> 70 letters 486 (41.7) 123 (40.9) 609 (41.5)

< 70 letters 679 (58.3) 178 (59.1) 857 (58.5)

Data are n (%)

FAS, LOCF

EMA European Medicines Agency, FAS full analysis set, /VT-AFL intravitreal aflibercept, LOCF last observation carried
forward, nAMD neovascular age-related macular degeneration, VA visual acuity



Online Supplementary Table S5 Mean change in CST measured by OCT (um) from BL to
month 12 and month 24 in patients with treatment-naive nAMD

EMA-aligned

Non-EMA-aligned

Total
label label
n =894 n=273 N =1167
Baseline
Mean CST 378 + 131 362 + 107 374 + 126
n (%) 894 (100) 273 (100) 1167 (100)
Month 12
Mean CST 271+ 97 260 + 82 269 + 93

Change from BL
n (%)
Month 24
Mean CST
Change from BL
n (%)

~107 [-116, —98]
837 (93.6)

267 + 96
-109 [-118, —100]
860 (96.2)

~103 [-118, —86]
268 (98.2)

254 + 71
~109 [-123, —96]
268 (98.2)

~106 [-114, —99]
1105 (94.7)

264 + 91

-109 [-117, =102]

1128 (96.7)

FAS, LOCF. Data are mean + SD and mean [95% Cl], unless otherwise stated. The mean CST change data are based on the

nearest CST assessment within the + 60-day visit window of 360 days for month 12 and 720 days for month 24
BL baseline, Cl confidence interval, CST central subfield thickness, EMA European Medicines Agency, FAS full analysis set,

LOCF last observation carried forward, nAMD neovascular age-related macular degeneration, OCT optical coherence

tomography, SD standard deviation



Online Supplementary Table S6 Safety overview cumulative up to 2 years (SAS)

Number of patients (%) EMA-aligned Non-EMA- Total
label aligned label
n=1221 n =329 N =1550
Any AE 88 (7.2) 13 (4.0) 101 (6.5)
Any TEAE 384 (31.4) 80 (24.3) 464 (29.9)
Any ocular TEAE 271 (22.2) 54 (16.4) 325 (21.0)
Any non-ocular TEAE 178 (14.6) 38 (11.6) 216 (13.9)
Any ocular TEAE in the study eye 197 (16.1) 36 (10.9) 233 (15.0)
Any ocular TEAE in the fellow eye 138 (11.3) 26 (7.9) 164 (10.6)
Most common ocular TEAEs in the study eye
(= 1%)
Cataract 38 (3.1) 5(1.5) 43 (2.8)
Blepharitis 18 (1.5) 1(0.3) 19 (1.2)
Any SAE 50 (4.1) 10 (3.0) 60 (3.9)
Any serious TEAEs 133 (10.9) 23 (7.0) 156 (10.1)
Any serious drug-related TEAE 12 (1.0) 1(0.3) 13 (0.8)
Any serious drug-related ocular TEAE 8 (0.7) 0 (0) 8 (0.5)
Any serious drug-related non-ocular TEAE 4 (0.3) 1(0.3) 5(0.3)
Any serious TEAE causally related to IVT 1(0.1) 0 (0) 1(0.1)
injection procedure?
Withdrawal of IVT-AFL
Ocular TEAE 12 (4.4) 1(1.9) 13 (4.0)
Drug-related ocular TEAE 7 (11.9) 1(5.3) 8 (10.3)
Serious ocular TEAE 5(12.8) 0 (0) 5(12.2)
Serious drug-related ocular TEAE 2 (25.0) 0 (0) 2 (25.0)
Non-ocular TEAE 3(1.7) 0(0) 3(1.4)
Drug-related non-ocular TEAE 1(12.5) 0 (0) 1(11.1)
Serious non-ocular TEAE 3(3.1) 0 (0) 3(2.5)
Serious drug-related non-ocular TEAE 1(25.0) 0 (0) 1 (20.0)

2lnjection site inflammation

AE adverse event, EMA European Medicines Agency, /VT-AFL intravitreal aflibercept, /VT intravitreal, nAMD neovascular age-

related macular degeneration, SAE serious adverse event, SAS safety analysis set, TEAE, treatment-emergent adverse event
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