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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 is 3733 723 716

complete: nAMD + DME TN DME cohort PT DME cohort
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BL, baseline; DME, diabetic macular edema; nAMD, neovascular age-related macular degeneration; PT, previously treated; TN, treatment-naive; VA, visual acuity.



) Week 24 analysis: Full global TN DME cohort

SPECTRUM |

Baseline characteristics: Treatment-naive DME

Global TN DME

(n=650)
Age, years 64.8+11.6
Median (min, max) time from DME diagnosis, months 0.3 (0.0, 115.1)
Baseline VA, ETDRS letters 63.4+17.7
Baseline CRT,2 ym 402+114
Sex RaceP
2.5% 0.2%
= \White
18.5% Not reported
35.8% = Male
= Asian
Female

Black or African American

m American Indian or Alaska Native

FAS. Percentages may not add up to 100 due to rounding. Data are meanSD unless otherwise indicated. 2CRT or CST were assessed 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. °In SPECTRUM, data on race were collected in all participating countries, where permitted by local laws and regulations.

CRT, central retinal thickness; CST, center subfield thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; FAS, full analysis set (all patients receiving 21 dose of study drug and =1 post-baseline 4
assessment); max, maximum; min, minimum; SD, standard deviation.



. Week 24 analysis: Full global TN DME cohort

VA through Week 24

Mean change in VA at Week 24 grouped by BL VA2

80 1 BL VA subgroups: <35 letters 35-69 letters 270 letters
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Timepoint Mean change (95% CI) from BL (LOCF) BL (meantSD): 13.3+11.2  55.2+10.1 75.814.8
letters letters letters
W = +2.3 (0.9, 3.
eek 4 (n=315) 2.3 (0.9, 3.6) (h=37) (1=274) (1=332)
Week 8 (n=460) +3.2 (2.2, 4.2)
Week 24 (n=626) +5.0 (4.1, 6.0)
FAS, LOCF (n=650). Missing values were imputed using the LOCF approach. Error bars represent 95% CI. Week 4 = visits closest to 28 (14—-42) days after BL, Week 8 = visits closest to 56 (43—70) days after BL,
Week 24 = visits closest to 180 (150-210) days after BL. 2In patients with a VA assessment at Week 4 and Week 8, the mean change in VA at Week 4 and Week 8 grouped by BL VA was +11.8 and +12.2 |etters for 5

those with a BL VA of <35 letters, +4.7 and +5.6 letters for those with a BL VA of 3569 letters, and —0.8 and +0.4 letters for those with a BL VA of 270 letters, respectively.
Cl, confidence interval; LOCF, last observation carried forward.



. Week 24 analysis: Full global TN DME cohort

CRT through Week 24

Mean change in CRT at Week 24 grouped by BL CRTP-¢
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Week 4 (n=281) -71 (-83, -59) (n=267) (n=189)
Week 8 (n=441) -86 (95, -76)
Week 24 (n=619) -98 (-107, —89)

FAS, LOCF (n=650). Missing values were imputed using the LOCF approach. Error bars represent 95% Cl. 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. ®PData are CRT only. ¢In patients with a CRT assessment at Week 4 and Week 8, the mean change in CRT at 6
Week 4 and Week 8 grouped by BL CRT was —-26 and —37 um for those with a BL CRT of <400 ym, and —140 and —-160 pm for those with a BL CRT of =400 um, respectively.



Patients (%)

) Week 24 analysis: Full global TN DME cohort
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Proportion of patients without IRF or/and SRF through Week 242

No IRF or no SRF No IRF and no SRF
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FAS, LOCF (n=650). Missing values were imputed using the LOCF approach.
aThe presence of IRF and SRF was determined by optical coherence tomography at the physician’s discretion with the instrument available at each study site; the proportions presented here were calculated using 7
the number of patients with a definitive result at each indicated time point. IRF, intraretinal fluid; SRF, subretinal fluid; W, week.



Week 24 analysis: Full global TN DME cohort
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Treatment exposure through Week 24
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@ 60.3% of patients received 3 initial monthly injections through Week 8 (first injection administered at BL)

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

FAS (n=650). Error bars represent SD.



) Week 24 analysis: Full global TN DME cohort

SPECTRUM )

Week 24 safety outcomes

TN DME (n=697)

Ocular TEAEs in the study eye,? n (%)

Any ocular TEAEs 41 (5.9)

Any serious ocular TEAEs 3(0.4)
Most frequent ocular TEAEs, n (%)

Cataract 4 (0.6)

Cataract nuclear 4 (0.6)

Intraocular pressure increased 4 (0.6)

Conjunctival hemorrhage 3(0.4)

Iridocyclitis 2 (0.3)

Posterior capsule opacification 2 (0.3)
Non-ocular TEAEs, n (%)

Any non-ocular TEAEs 42 (6.0)

Any serious non-ocular TEAEs 18 (2.6)
Most frequent non-ocular TEAE, n (%)

Nasopharyngitis 3(0.4)

No cases of retinal vasculitis were reported
) No new safety signals were identified

SPECTRUM data on intraocular pressure metrics with aflibercept 8 mg in patients with DME and nAMD
are being presented in the EURETINA ‘26 ePoster session

SAF. 2The 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 the worse eye at the attending 9
physician’s discretion. SAF, safety analysis set (all patients receiving 21 dose of study drug in the study eye); TEAE, treatment-emergent adverse event.



SFE CTRUM Improved visual acuity, central retinal thickness, and retinal drying
observed at Week 24 in the global treatment-naive DME cohort

Enroliment in SPECTRUM is complete

%w >3700 patients enrolled globally across 18 countries
* @& >700 patients enrolled in the TN DME cohort across 11 countries

Global TN DME: Key Week 24 findings

® & (&

Improved VA Increased proportion of Outcomes achieved No new
and CRT patients with retinal drying with 4.1 injections safety signals
Gain of +5.0 ETDRS letters Improved IRF and SRF On average from BL to Day 210; Safety profile consistent with
and reduction of 98 um from BL the majority of patients received pivotal clinical trial

3 initial monthly injections

@/ Week 24 interim results from SPECTRUM add to the real-world evidence base for aflibercept 8 mg in the
clinical management of treatment-naive DME in patients in routine clinical practice

Additional analyses up to Month 12 and Month 24 are ongoing

1. Brown DM, et al. Lancet. 2024;403:1153-1163.
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