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Background and Objectives

« SCOREZ2: Greater CST fluctuations were associated with worse visual outcomes in eyes with
macular edema following CRVO receiving anti-VEGF treatment

« LEAVO: Persistent or recurrent IRF was associated with worse visual outcomes in eyes with
macular edema following CRVO receiving anti-VEGF treatment?

CRVO, central retinal vein occlusion; CST, central subfield thickness; IAl, intravitreal aflibercept injection; IRF, intraretinal fluid; VEGF, vascular endothelial growth factor.
1. ScottIU et al. SCORE2#17. Graefes Arch Clin Exp Ophthalmol. 2022;260(5):1491-1500. 2. Gurudas S et al. JAMA Ophthalmol. 2022;140(2):143-150.
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60 S | [HIERETLECTAR Mo BN Q1: <12.7 ym  Q2: >12.7 to £19.1 um  Q3: >19.1 to <30.7 pm  Q4: >30.7 ym

GALILEO: :S24.6 yum  T2: >24.6 to £99.5 um T3:>99.5 um

— Patients with <3 CST observations from baseline through Week 24 (n=10) or 52 (n=6) were excluded from the analysis

G, group; Q, quartile; SD, standard deviation; T, tertile; VFQ-25, Visual Function Questionnaire-25.
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— Patients with <3 CST observations from baseline through Week 24 (n=10) or 52 (n=6) were excluded from the analysis

- Vision-related quality of life (VFQ-25 scores) was evaluated by exposure to residual IRF and CST fluctuation subgroups’

1. Scott IU et al. Am J Ophthalmol. 2017;184:147-156.
BCVA, best-corrected visual acuity; G, group; Q, quartile; SD, standard deviation; T, tertile; VFQ-25, Visual Function Questionnaire-25.



Outcomes by Exposure to Residual IRF
Through Week 24: COPERNICUS and GALILEO
Integrated Analysis

—_—



Outcomes Through Week 24
by Subgroups of IRF Exposure
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LS mean and inference were calculated from an MMRM model. The model included subgroups of IRF exposure, study, baseline BCVA or CST, and subgroups of IRF exposure-by-visits
interaction.
Cl, confidence interval; LS, least squares; MMRM, Mixed Models for Repeated Measures. 10



Difference in VFQ-25 Composite and Subscale

Scores at Week 24 by Subgroups of IRF Exposure
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Outcomes by Exposure to Residual IRF
Through Week 52: GALILEO Analysis
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Outcomes Through Week 52
by Subgroups of IRF Exposure

=4 G1: 0-3 visits with IRF (n=32)
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LS mean and inference were calculated from an MMRM model. The model included subgroups of IRF exposure, baseline BCVA or CST, and subgroups of IRF exposure-by-visits interaction.
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GALILEO

Difference in VFQ-25 Composite and Subscale Scores
at Week 52 by Subgroups of IRF Exposure
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The reported difference represents the comparison between G2 (4-7 visits with IRF) or G3 (8-14 visits with IRF) versus G1 (0-3 visits with IRF).
LS mean and inference were calculated from an MMRM model. The model included subgroups of IRF exposure, baseline BCVA, and subgroups of IRF exposure-by-visits interaction. 14



Outcomes by Quartiles of CST Fluctuation
From Week 4 to Week 24:
COPERNICUS and GALILEO Integrated Analysis
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Mean Change in BCVA From Baseline
Through Week 24 by Quartiles of CST Fluctuation
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LS mean and inference were calculated from an MMRM model. The model included quartiles of SD of CST, study, baseline BCVA, visits, and quartiles of SD of CST-by-visits interaction. 16
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LS mean and inference were calculated from an MMRM model. The model included quartiles of SD of CST, study, baseline BCVA, visits, and quartiles of SD of CST-by-visits interaction.
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Outcomes by Tertiles of CST Fluctuation
From Week 4 to Week 52: GALILEO Analysis

-



GALILEO

Mean Change in BCVA From Baseline Through Week 52
by Tertiles of CST Fluctuation
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LS mean and inference were calculated from an MMRM model. The model included tertiles of SD of CST, baseline BCVA, and tertile of SD of CST from Week 4 to Week 52-by-visit interaction. 19



Difference in VFQ-25 Composite and Subscale

Scores at Week 52 by Tertiles of CST Fluctuation

LS-Mean Diff (95% CI)

GALILEO

|
|
VFQ ' .-_:' —3.1 (6.7, 0.5)
composite I
._.__:_. -1.7 (-5.3, 1.9)
1
LS-Mean Diff (95% ClI) : LS-Mean Diff (95% ClI)
1 | 1
General b E. 1 0.9 (-6.8, 8.7) Distance M- '_._E_' -1.9 (-8.3, 4.5) T2 '—'—E* -4.6 (-9.8, 0.6)
health ! activities ! Dependency :
@, T3 : + 04(-6.1,6.9 T3 —@— -1.3(-6.6,3.9
1 | 1
R — @ —— -3.8 (9.5, 2.0) social B —@—— -2.3 (6.1, 1.6) T2 LE 1—1.6 (-11.7, 8.6)
| -
vision i function ! Driving !
——@—— 14(-44,71) T3 —@®1— -1.4 (-5.3, 2.5) T3 ® L -8.6 (-19.0, 1.7)
I
1 | 1
1 _ . . _ 1 . .
Ocular ® i 2.3 (-8.7,4.2) Mental T2 .I 0.7 (-7.7, 6.4) Color T2 —®— ] -4.5 (-8.1, -0.9)
pain 1 health ! vision !
®— -3.2 (-9.7, 3.4) T3 b @ = -1.1 (-8.2, 6.1) T3 —@— -1.1 (-4.7, 2.5)
*
1 | 1
—®—— -2.9(-8.0,22 T2 4 ' -40(-128, 4.8 T2 v —0.7(-94, 8.0
Near ! (-8.0.2.2) Role @ ! ( ) Peripheral ! ( )
activities 1 difficulties I vision 1
—e— -0.2 (-5.4, 4.9) T3 b r® 11.5(-7.4, 10.3) T3 ®- 1 —1.4(-10.2, 7.4)
_ Lower VFQ | Higher VFQ P LowerVFQ | Higher VFQ _ Lower VFQ | Higher VFQ
—20.0 -10.0 0.0 10.0 20.0 —-20.0 -10.0 0.0 10.0 20.0 -20.0 -10.0 0.0 10.0 20.0

LS mean difference (95% CI), points

The reported difference represents the comparison between T2 (>24.6 to £99.5 um) or T3 (>99.5 pm) versus T1 (£24.6 pm).
LS mean and inference were calculated from an MMRM model. The model included tertiles of SD of CST, baseline BCVA, visits, and tertiles of SD of CST-by-visits interaction. 20
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Conclusions

» Greater exposure to residual IRF was associated with a trend towards lower
BCVA gains through Week 24 and Week 52

« Higher CST fluctuation was associated with a trend towards lower BCVA gains
through Week 24 and Week 52

 Similar vision-related quality of life responses (composite and subscale) were
observed across subgroups of residual IRF and CST fluctuation, potentially
driven by the better-seeing eye in patients with macular edema following
CRVO'

* Minimizing IRF and CST fluctuations could optimize outcomes in the
treatment of eyes with macular edema following CRVO using IAl

1. ScottIU et al. Am J Ophthalmol. 2017;184:147-156
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