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BACKGROUND & PURPOSE

- Aflibercept 8 mg has the potential to improve anatomic and
functional outcomes in patients with neovascular age-related
macular degeneration (nAMD) and is being investigated at dosing
intervals of 212 weeks

* The Phase 2 proof-of-concept CANDELA study (NCT04126317)
evaluated the safety as well as the visual and anatomic outcomes
of aflibercept 8 mg versus aflibercept 2 mg?

— The safety profile of aflibercept 8 mg was similar to aflibercept
2 mg with no new safety signals

— At Week 16, 51% of eyes treated with aflibercept 8 mg were
without retinal fluid in the center subfield compared with 34% of
eyes with aflibercept 2 mg (Figure 1)

— Additionally, change from baseline in best-corrected visual
acuity (BCVA) and central subfield thickness (CST) outcomes
favored aflibercept 8 mg

* In this post hoc analysis, the effect of aflibercept 8 mg on visual
and anatomic outcomes in patients with nAMD was further
examined

Figure 1. Primary Efficacy Endpoint: Proportion of
Eyes Without Retinal Fluid in the Center Subfield
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METHODS

« Treatment-naive adults (=50 years) with active subfoveal choroidal
neovascularization (CNV) secondary to nAMD and a BCVA of 78 to
24 letters (Snellen equivalent of 20/32 to 20/320) in the study eye
were enrolled

 Atotal of 106 patients were randomized 1:1 to receive 3 monthly
doses of either aflibercept 8 mg (n=53) or aflibercept 2 mg (n=53)
followed by doses at Week 20 and 32 (Figure 2)

* Pro re nata (PRN) dosing was permitted at Weeks 24, 28, 36, or
40, if patients lost =25 letters from Week 20 due to disease
progression or anatomic findings that were considered vision
threatening (e.g., worsening/persistent retinal fluid, new/worsening
retinal pigment epithelial detachment, new/persistent hemorrhage)

* Injection intervals >12 weeks were not investigated
* Qutcomes assessed included:

— The proportion of eyes without IRF, SRF, or subretinal pigment
epithelium (sub-RPE) fluid in the center subfield was assessed at
Weeks 16 and 44

— Proportion of eyes with CST change at Week 44 by quartiles and
the baseline characteristics of patients in the highest quartile
(CST >239 um)

— Proportion of eyes that with BCVA changes and the baseline
characteristics of those achieving =215-letter gain

— Proportion of eyes that achieved BCVA of 220/40 and =220/20 at
Week 44

— Proportion of eyes with baseline BCVA <20/40 that achieved
=210- and =215-letter gains at Week 44

Figure 2. (A) Study Design and (B) Dosing Schedule
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Figure 3. Proportion of Eyes Without IRF, SRF,
and Sub-RPE Fluid in the Center Subfield
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215-Letter Gains at Week 44

Figure 4. Proportion of Eyes With CST Change by Quartiles and Baseline Characteristics of Eyes With

CST Reductions of >239 um at Week 44
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Figure 5. Proportion of Eyes with BCVA Changes and Baseline Characteristics of Eyes With
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Figure 6. Proportion of Eyes That Achieved Figure 7. Proportion of Eyes With Baseline BCVA
BCVA of 220/40 and 220/20 at Week 44 <20/40 With 210- and 215-Letter Gains at Week 44
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CONCLUSIONS

A higher proportion of eyes treated with aflibercept 8 mg
versus aflibercept 2 mg had no IRF, SRF, or sub-RPE fluid
In the center subfield at every visit starting at Week 16

* More eyes treated with aflibercept 8 mg were in the quatrtiles
of greater BCVA and CST improvement from baseline to
Week 44; these benefits were not driven by baseline imbalances

* More eyes treated with aflibercept 8 mg achieved clinically
meaningful BCVA threshold of 220/40 and =20/20 at Week 44
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