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Overview

« The CANDELA (Phase 2)' and PULSAR (Phase 3)? trials in nAMD and the PHOTON
(Phase 2/3)3 trial in DME demonstrated a reassuring intraocular pressure (IOP)
safety profile for aflibercept 8 mg,* which is administered in a volume of 70 pL

« SPECTRUM is an ongoing, global, prospective Phase 4 study to evaluate the real-world
effectiveness and safety of aflibercept 8 mg for the treatment of nAMD and DME*

« Here, we report IOP-related findings through Week 24 from SPECTRUM for all patients
enrolled globally with treatment-naive and previously treated nAMD or DME

M In SPECTRUM, all decisions regarding monitoring and treatment,
&3 including IOP assessments, are made at the discretion
of the attending physician in accordance with local clinical practice

DME, diabetic macular edema; IOP, intraocular pressure; nAMD, neovascular age-related macular degeneration.

1. Wykoff CC, et al. JAMA Ophthalmol. 2023;141:834—-842. 2. Lanzetta P, et al. Lancet. 2024;403:1141-1152. 3. Brown DM, et al. Lancet. 2024;403:1153-1163.
4. Bailey C, et al. Eye (Lond). 2026; doi:10.1038/s41433-025-04140-2
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SPECTRUM: Global real-world study of aflibercept 8 mg

A 24-month, prospective, non-interventional country and global cohort study in 18 countries

Two indications, 4 patient cohorts

Treatment-naive and previously treated
Treatment-naive and previously treated
Patient enroliment 3733 2294 1439

is complete: nAMD + DME nAMD cohorts DME cohorts

N[L=Z
* *

/é&) Treated with aflibercept 8 mg per routine clinical practice Australia Canada Denmark Finland France Germany
‘ ///‘\\\ -
A\
—~ | Data collection from medical records for up to 24 months per patient ltaly Japan  Republic of Korea Netherlands Norway Portugal
EH| ) —» February 2024 to September 2027 — . n = I
— Sy
Saudi Arabia Spain Sweden Switzerland United Arab United ngdom

Emirates

4

BL, baseline; VA, visual acuity.
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VA, letters
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Injections
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to Day 210)

Aflibercept 8 mg showed improvements in VA, CRT, and retinal drying

through Week 24 in the global nAMD and DME cohorts

TN nAMD

(n=1129)

+4.3 (3.5, 5.2)

PT nAMD

(n=1061)

+0.4 (-0.2, 1.1)

+5.0 (4.1, 6.0)

+1.4 (0.6, 2.1)

-107 (-115, -100)
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4.4% — 62.1%
from BL to W24

16.5% — 43.1%
from BL to W24

6.7% — 32.0%
from BL to W24

9.9% — 24.2%
from BL to W24

4.611.2

_J

4.3%1.5

_J

4.1%1.5

4.0x1.7

Q? * Inthe PT nAMD and DME cohorts, most patients with high treatment need based
@ on a prior dosing interval of <8 weeks had an increased dosing interval at Week 24

|

Week 24 = visits closest to 180 (150-210) days after BL. 2CRT was assessed as either CRT or CST, at the investigator’s discretion; CRT or CST was assessed from BL through Week 24 for each individual patient,
or CST thereafter if no BL value was available. PThe proportions presented here were calculated using the number of patients with a definitive result at Week 24. Cl, confidence intervals; CRT, central retinal
thickness; CST, center subfield thickness; IRF, intraretinal fluid; PT, previously treated; SD, standard deviation; SRF, subretinal fluid; TN, treatment-naive.
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IOP-related baseline characteristics of the global SPECTRUM cohorts

Baseline characteristics? TN nAMD PT nAMD TN DME PT DME All cohorts
(n=1129) (n=1061) (n=650) (n=635) (N=3475)
Age, years 78.918.0 79.617.6 64.8+11.6 66.3+11.4 —
Median time on prior treatment, days — 574 — 704 —
Pre-injection IOP, mmHg 14.313.4 13.81£3.6 15.213.4 15.24+3.6 —
IOP-related comorbidities,” n (%)
Angle-closure glaucoma 3 (0.3) 4(0.4) 1(0.2) 1(0.2) 9 (0.3)
Borderline glaucoma 1(0.1) 5 (0.5) 2 (0.3) 1(0.2) 9(0.3)
Exfoliation glaucoma 3 (0.3) 3 (0.3) 0 0 6 (0.2)
Glaucoma 43 (3.8) 56 (5.3) 16 (2.5) 34 (5.4) 149 (4.3)
Glaucomatous optic neuropathy 0 0 0 2 (0.3) 2(0.1)
Intraocular pressure increased 0 1(0.1) 0 1(0.2) 2(0.1)
Normal-tension glaucoma 2(0.2) 4(0.4) 1(0.2) 2 (0.3) 9 (0.3)
Ocular hypertension 12 (1.1) 15 (1.4) 6 (0.9) 10 (1.6) 43 (1.2)
Open-angle glaucoma 13 (1.2) 8 (0.8) 2 (0.3) 10 (1.6) 33 (0.9)
Pigment dispersion syndrome 0 2 (0.2) 0 2 (0.3) 4 (0.1)
Concomitant IOP-lowering medications,® n 22 62 8 43 135

FAS (all patients receiving 21 dose of study drug plus =1 post-BL assessment). Data are mean+SD unless otherwise indicated. 2All characteristics were classified and reported by the study investigators.

bMultiple answers were possible. °Patients could receive more than 1 medication and may, therefore, have been counted more than once. FAS, full analysis set.



j Week 24 analysis: Full global nAMD and DME cohorts

@RUM)

Mean change in pre-injection IOP from baseline through Week 24

Mean number of

IOP assessments TN nAMD PTnAMD TN DME PT DME coﬁg rts 5 20 -
per patient through (n=1129 n=1061 n=650 n=635 _ = '
Week 242 o 8 . ) ) ) (N=3475) 3 ’fa ®TN nAMD ZPT nAMD =TN DME =PT DME ©All cohorts
Y =
Pre-injection |OP 2.6 2.4 2.3 2.6 25 o E
assessments s E
L 7
Post-injection 1OP 0.1 0.2 0.2 0.2 0.2 @ 00 - : \
assessments % e 1
c O I
Al RS -0.1 -0.5
Mean pre-injection TN nAMD PT nAMD TN DME PT DME cohorts o
IOP, mmHg (1=1129) (n=1061) (n=650) (n=635) | o7c) c O
&
Baseline 14.313.4 13.8+3.6 152134 15.2+3.6 14.5£3.5 = 2.0 -
Month 6 visit® 13.5£¢3.3 13.843.5 14.9+3.6 151+3.9 14.1+3.6
Number of IOP change
assessments 1948 1616 879 1053 5496

through Week 249

Through Week 24:
Global TN and PT nAMD cohorts received 4.6+1.2 and 4.3£1.5 injections
Global TN and PT DME cohorts received 4.1+1.5 and 4.0£1.7 injections

FAS. Data are meanSD unless otherwise stated; error bars in the graph indicate the 95% CI. Data should be interpreted with caution due to the low number of patients assessed for IOP. For each cohort, estimates

were based across all patients in the FAS with available assessments at the specified timepoints. The ‘All cohort’ estimates were calculated by combining cohort-level summary statistics weighted by the cohort

sample size with available assessments; the combined SD accounts for both the within- and between-cohort variability. 2Calculated for each cohort based on the number of assessments conducted per number of

patients in the FAS. PData on the mean change in post-injection IOP are not presented due to the low number of post-injection IOP assessments performed. °Data indicated here are for patients who attended the 7
Month 6 visit (visit closest to 180 days after BL [-14/+15 days]). 9Data indicated here are across all injections received from the second injection through Week 24 (visit closest to 180 days after BL [-30/+30 days]).
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IOP-related TEAEs reported through Week 24

IOP-related TEAEs in the TN nAMD PT nAMD TN DME PT DME All cohorts
study eye,? n (%) (n=1158) (n=1113) (n=697) (n=698) (N=3666)
Increased IOP 10 (0.9) 11 (1.0) 4 (0.6) 7 (1.0) 32 (0.9)
Ocular hypertension 1(0.1) 5(0.4) 1(0.1) 3(0.4) 10 (0.3)
Glaucoma 0 1(0.1) 0 0 1(<0.1)
= Through Week 24, rates of IOP-related TEAEs were low
e:% and similar across the 4 global SPECTRUM cohorts

SAF (all patients receiving 21 dose of study drug in the study eye). The eye treated with aflibercept 8 mg was considered the study eye; if aflibercept 8 mg treatment was decided simultaneously for both eyes, the
study eye was considered to be the worse eye at the discretion of the attending physician. 2All adverse events described here are treatment-emergent (i.e., occurred during the SPECTRUM study after the first
aflibercept 8 mg injection but no later than 30 days after the last aflibercept 8 mg injection). SAF, safety analysis set; TEAE, treatment-emergent adverse event.
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Pooled Week 96 IOP data: PHOTON Phase 2/3 (DME) and PULSAR Phase 3 (nAMD) trials

Aflibercept 8 mg

Baseline characteristics Pooled
(n=1164) /&? | Patients received a pooled total
Mean age, years 69.3+11.2 ) of 9762 injections through Week 96
Mean IOP, mmHg 15.0+3.2
|OP-related comorbidities,2 n (%) 88 (7.6)
_ _ Aflibercept 8 mg
c Atlibercept 8 mg Pooled (n=1164) IOP-related TEAEs in the study eye, n (%) Pooled
.% = 20.0 (n=1164)
.?:_J, I 15.0 ; Intraocular pressure increased 34 (2.9)
@ E 10.0 - Ocular hypertension 12 (1.0)
S aq Glaucoma 6 (0.5)
co 5.0 -
© = Angle-closure glaucoma 2(0.2)
> 0.0 T T ' T T T T ' ' ' T ' Borderline glaucoma 2(0.2)
O 8 16 24 32 40 48 56 64 72 80 88 96
Open-angle glaucoma 1(<0.1)

Weeks

The early real-world IOP findings from SPECTRUM are consistent
with those reported for aflibercept 8 mg in clinical trials! and early RWE?2

M
e::g « Stable pre-injection IOP
 Low rates of IOP-related TEAEs

SAF; data are for the study eye. Data are mean+SD unless otherwise indicated. 2These included a history of IOP increase and glaucoma. RWE, real-world evidence.
1. Loewenstein A, et al. Ophthalmol Ther. 2026;15:2441-2456. 2. Sarao V, et al. Eye (Lond). 2025;39:1933-1939.



SPECTRUM SPECTRUM Week 24 IOP data support the real-world safety of aflibercept 8 mg
in patients with treatment-naive and previously treated nAMD and DME

m Enrolilment in SPECTRUM is complete
%CD s >3700 patients enrolled globally across 18 countries

Global IOP metrics: Key Week 24 findings

@ &

Low proportion of patients . Low rates of
assessed for IOP Stable pre-injection 10P |OP-related TEAEs

~2.5 pre-injection and Patients had stable pre-injection IOP Safety profile consistent
~0.2 post-injection |IOP assessments from baseline through Week 24 with pivotal clinical trials™-3
per patient through Week 24

(g Q/p These early IOP findings from SPECTRUM are consistent with those reported for aflibercept 8 mg in Phase 2/3 trials'-3

SPECTRUM data on treatment outcomes and patterns with aflibercept 8 mg in patients with nAMD and DME are being presented in other
EURETINA ‘26 sessions

Additional analyses up to Month 12 and Month 24 are ongoing

1. Wykoff CC, et al. JAMA Ophthalmol. 2023;141:834—-842. 2. Brown DM, et al. Lancet. 2024;403:1153—-1163. 3. Lanzetta P, et al. Lancet. 2024;403:1141-1152.
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