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Study Evaluating treatment switch in nAMD and DME eyes using
overview | Al-driven imaging biomarkers

Background
 Intravitreal anti-VEGF agents are the standard of care for nAMD and DME

* Frequent injections create high burden for patients, physicians, and healthcare systems

This study assesses the impact of switching

from faricimab 6 mg to aflibercept 8 mg using real-world data

Objectives
* Quantify anatomic and functional changes after switching to aflibercept 8 mg

 Compare treatment intervals before and after the switch to evaluate durability, with separate
analyses for nAMD and DME cohorts

Note: Safety outcomes are not being explored in this analysis.

Al, artificial intelligence; DME, diabetic macular edema; nAMD, neovascular age-related macular degeneration; VEGF, vascular endothelial growth factor.



Data

: Al-based OCT segmentation
overview
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» RetinAl Discovery® is automated software that extracts high-resolution OCT features, including:
 Fluid volumes: IRF, SRF, PED
 Area: EZ, RPE and HRF loss

 Over 2,000 OCT acquisitions were available from the US-based Retina Consultants of America
RWE database

AM, amorphous material; CC, choriocapillaris; CS, choroidal stroma; EZ, ellipsoid zone; GCL, ganglion cell layer; HFL, Henle’s fiber layer; HRF, hyperreflective retinal foci; INL, inner nuclear layer; IPL, inner plexiform layer; IRF, intraretinal
fluid; 1Z, interdigitation zone; MZ, myoid zone; OCT, optical coherence tomography; ONL, outer nuclear layer; OPL, outer plexiform layer; OPR, outer photoreceptor segment; PED, pigment epithelial detachment; RNFL, retinal nerve fiber
ayer; RPE, retinal pigment epithelium; RT, retinal tear; RWE, real-world evidence; SRF, subretinal fluid; US, United States.



P lati
opulation Inclusion criteria and population demographics

overview
InCI USiOﬂ/EXCl USiOn Crite ria 1st faricimab 6 mg injection last faricimab 6 mg injection  Baseline: 15t aflibercept 8 mg injection
* First faricimab 6 mg injection after March 1, 2022 l ls180 daysl
* First aflibercept 8 mg injection after August 1, 2023 —

untreated phase

* Minimum follow-up duration for faricimab 6 mg -I—l—l-

and aflibercept 8 mg phases @@ ): 120 days 19 Mar 2022 15 Aug 2023 315 Mar 2025

* Duration of untreated phase between the last faricimab and the first aflibercept dose ():
Mean (95% CIl) number of weeks
* 6.6 (6.0-7.1) for nAMD
e 7.2(5.8-8.6) for DME

Baseline Characteristics?

nAMD | 79 (85) |54 (55)| 45 (45) (60_29_'36_2) 36 (46)| 43 (54) |55 (70)| 1 (1) | 4(5) |19(24)| 2(3) 46 (58) | 31 (39) 28 (23.8-32.2)
DME | 14 (15) |11 (52)| 10 (48) (57_38_';6_4)10(71) 4029 |760)| 0 | 1(7) | 6@43) | 4(29) ACK) 4 (29) 17.8 (12.9-22.7)

aData for patients, gender, race, and ethnicity represent the number (%) of patients.



Extended treatment intervals with aflibercept 8 mg compared
with faricimab 6 mg

Results

Injection

nAMD eyes: 99 mDME eyes: 21

Time interval since last injection Time interval since last injection

9 6 7 4 5

Injections administered Injections administered

No. of eyes No. of eyes

Aflibercept 8 mg 99 80 62 44 Aflibercept 8 mg 21 21 19
Faricimab 6 mg 99 82 69 99 Faricimab6 mg 21 21 17

@= Aflibercept 8 mg =@=Faricimab 6 mg

» Aflibercept 8 mg demonstrated longer intervals between injections compared with faricimab 6 mg
* Results for eyes with DME were comparable to those observed with nAMD, despite the smaller sample size

*p<0.05 " p<0.01, ** p<0.001 (Wilcoxon signed-rank test for paired data). Nominal p values have not been adjusted for multiplicity. Solid lines represent the median time since the previous
injection. Shaded band indicates the interquartile range




Comparable effectiveness in maintaining BCVA outcomes

Results with longer intervals with aflibercept 8 mg

nAMD eyes: 99 mDME eyes: 21

Change in ETDRS letters since the last injection Change in ETDRS letters since the last injection
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Injections administered Injections administered

= Aflibercept 8 mg =@=Faricimab 6 mg

No difference in change in BCVA at each matched injection visit between
aflibercept 8 mg and faricimab 6 mg treatment cycles in either nAMD or DME

*p<0.05, *p<0.01, ** p<0.001 (Wilcoxon signed-rank test for paired data). Nominal p values have not been adjusted for multiplicity. Solid lines represent the median time since the previous
injection. Shaded band indicates the interquartile range




Comparable effectiveness in maintaining IRF, SRF, PED volumes

Results with longer intervals with aflibercept 8 mg

nAMD eyes: 99 mDME eyes: 21

nAMD - IRF volume change nAMD - SRF volume change nAMD - PED volume change DME - IRF volume change DME - SRF volume change DME - PED volume change

10 40 2

p=0.71 p =052 100 p =0.99 100 p=0.18 p=0.23 p=0.23
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faricimab 6 mg aflibercept 8 mg faricimab 6 mg aflibercept 8 mg faricimab 6 mg aflibercept 8 mg faricimab 6 mg aflibercept 8 mg faricimab 6 mg aflibercept 8 mg faricimab 6 mg aflibercept 8 mg
Treatment Treatment Treatment Treatment Treatment Treatment

Both treatments show comparable effectiveness in reduction of fluid volume

Fluid control is maintained upon switching to aflibercept 8 mg, with longer injection intervals for aflibercept 8 mg
compared with faricimab 6 mg

No difference was detected using linear mixed-effects models




Comparable effectiveness in maintaining total fluid volume with

Results longer intervals with aflibercept 8 mg

nAMD eyes: 99 mDME eyes: 21

Change in total fluid volume since the last injection Change in total fluid volume since the last injection
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Injections administered Injections administered

= Aflibercept 8 mg =@=Faricimab 6 mg

Fluid control is maintained after switching to aflibercept 8 mg, with longer injection intervals for
aflibercept 8 mg compared with faricimab 6 mg

*p<0.05, **p<0.01, ** p<0.001 (Wilcoxon signed-rank test for paired data). Nominal p values have not been adjusted for multiplicity. Solid lines represent the median time since the previous
injection. Shaded band indicates the interquartile range




Extended durability with aflibercept 8 mg while

Conclusions maintaining effectiveness after switch from faricimab 6 mg

Take-home messages

1. In nAMD and DME, aflibercept 8 mg maintains anatomic and functional outcomes after switching from faricimab
6 mg, while demonstrating substantially extended durability, reducing treatment burden

2. Further analysis of other imaging biomarkers, such as changes in outer retinal layers and HRF, may provide
additional insights into treatment response patterns

VA, visual acuity.
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