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Objectives

This analysis (lllumin-8 study) aimed to describe real-world outcomes
in patients with nAMD or DME in the Academy IRIS® Registry who
received initial AFL 8 mg treatment or were previously treated with

AFL 2 mg before switching to AFL 8 mg?

aSafety parameters were not assessed in this analysis.
AFL, aflibercept; DME, diabetic macular edema; IRIS, Intelligent Research in Sight; nAMD, neovascular age-related macular degeneration.



Study Design
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» Aged 250 years with nAMD or 218 years with DME at the AFL 8 mg initiation date
* Initiated AFL 8 mg with no other treatment (e.g. anti-VEGF, intravitreal steroids or laser) at the AFL 8 mg initiation date
* No diagnosis of DME/DR (for nAMD), nAMD (for DME), or RVO during 12 months prior to or at the AFL 8 mg initiation date
* If both eyes treated with AFL 8 mg, 1 eye was randomly selected
* At least 1 visit beyond 6 months of AFL 8 mg initiation
L Eyes that switched from AFL 2 mg to 8 mg had average pre-switch injection of 6 weeks or greater

aEyes switched during the 16 weeks prior to AFL 8 mg initiation date with last pre-switch injection interval =6 weeks.
DR, diabetic retinopathy; ETDRS, Early Treatment Diabetic Retinopathy Study; RVO, retinal vein occlusion; VA, visual acuity; VEGF, vascular endothelial growth factor. 4



Patient Demographics and Ocular
Characteristics at the AFL 8 mg Initiation Date

[Llumin-8

(n=392) (n=2,280)
Age, mean (SD), years 80.9 (6.8) 68.5 (10.3) 81.3 (6.9) 67.7 (10.3)
Male, n (%) 470 (35) 232 (59) 3177 (38) 1214 (53)
Race and ethnicity, n (%)
Asian or Pacific Islander 21 (2) 15 (5) 165 (2) 59 (3)
Black or African American 14 (1) 43 (13) 80 (1) 213 (10)
Hispanic or Latino 19 (2) 35 (10) 124 (2) 123 (6)
White 1015 (87) 214 (64) 6423 (87) 1428 (70)
Other 102 (9) 28 (8) 634 (9) 217 (11)
Eyes with VA available, n (%) 1332 (98) 387 (99) 8282 (100) 2275 (100)
VA, mean (SD), ETDRS letters? 56.6 (22.7) 63.9 (2.6) 61.6 (3.2) 68.2 (3.4)
Bilateral nAMD® or DMES, n (%) 449 (33) 355 (91) 4071 (49) 2102 (92)

aMeasured during the 15 days before the AFL 8 mg initiation date. Note 60 ETDRS letters is equivalent to 20/63 in Snellen notation. PPatients with nAMD. °Patients with DME.



Median Injection Interval and Change in VA lllumin-8
>6 Months After Initiating AFL 8 mg: Treatment-Naive nAMD

- Injection interval of ~12 weeks in nAMD

Change in VA from AFL 8 mg initiation to last injection
(mean follow up: 58.9 weeks)
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Box and whisker plots indicate medians (middle line), Q1 and Q3 (upper and lower bounds of the boxes) and 5% and 95% percentiles (whiskers). Median values are indicated above the whiskers. 6

Mean (SD) injection interval: 12.9 (6.8) weeks. Mean (SD) change in VA: 1.5 (17.7) letters (all eyes), 4.6 (19.9) letters (VA <20/50 at the AFL 8 mg initiation date), and -3.3 (12.1) letters (VA >20/50 at the AFL 8 mg initiation date).



Median Injection Interval and Change in VA
>6 Months After Initiating AFL 8 mg: Treatment-Naive DME

DME Injection interval of ~12 weeks in DME

Change in VA from AFL 8 mg initiation to last injection

Last injection interval (mean follow up: 56.7 weeks)
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Box and whisker plots indicate medians (middle line), Q1 and Q3 (upper and lower bounds of the boxes) and 5% and 95% percentiles (whiskers). Median values are indicated above the whiskers.
Mean (SD) injection interval: 14.3 (10.3) weeks. Mean (SD) change in VA: 2.7 (15.1) (all eyes), 6.4 (17.5) letters (VA <20/50 at the AFL 8 mg initiation date), and —0.8 (11.4) letters (VA >20/50 at the AFL 8 mg initiation date).



Change in Median Injection Interval
>6 Months After Initiating AFL 8 mg: Switched From AFL 2 mq to 8 mg

Injection interval extensions of ~2 weeks after switching to AFL 8 mg with stable VA
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Pre-switch injection interval subgroups Pre-switch injection interval subgroups

Box and whisker plots indicate medians (middle line), Q1 and Q3 (upper and lower bounds of the boxes) and 5% and 95% percentiles (whiskers). Median values are indicated above the whiskers.
nAMD: mean (SD) change in injection interval: 2.8 (5.1) weeks (for all eyes). DME: mean (SD) change in injection interval: 2.5 (7.1) weeks (for all eyes). All interval extensions were achieved with no
change in VA. 2This subgroup was NE. NE, not evaluated.



Limitations

» Electronic medical records used (not claims data) - may not reflect complete
medical history

 Analysis represents early real-world experience with AFL 8 mg
VA data reported were not always best-corrected VA
 Analysis only included eyes with at least 6 months of AFL 8 mg treatment



Conclusions

In this early real-world analysis of eyes with nAMD or DME in the IRIS Registry
database, after 6 months:

— Injection intervals of ~12 weeks were observed in treatment-naive eyes

—VA gains shown among treatment-naive eyes with VA 20/50 or worse at the
AFL 8 mg initiation date

—Injection intervals were extended by ~2 weeks with no VA loss in eyes
who switched from AFL 2 mg to 8 mg

 Additional analyses with longer follow-up will assess the long-term effectiveness
and durability of AFL 8 mg in treatment-naive and previously-treated eyes with
NAMD or DME
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