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PULSAR: Multicenter, Double-masked
Study in Patients With Treatment-naive nAMD

Patients were randomly assigned (1:1:1) to receive aflibercept 8912 (n=335), 8916 (n=338), or 2q8 (n=336), each after
3 initial monthly injections

|

- At W48, treatment with aflibercept 8 mg demonstrated non-inferior BCVA gains with extended dosing intervals versus aflibercept 2 mg in patients with nAMD,’
with a consistent safety profile to aflibercept2 mg

+ At W96, treatment with aflibercept 8 mg maintained improvements in visual and anatomic outcomes with extended dosing intervals, demonstrating long-term
efficacy with a consistent safety profile to aflibercept 8 mg

YEAR 1

2DRM: Interval shortening during Years 1 and 2 ®DRM: Interval extension during Year 2

Criteria for interval shortening Criteria for interval extension
- > - i i i i
ASN Ilsetter loss in BCVA compared with Week 12 due to persistent or worsening nAMD . <5-letter loss in BCVA compared with Week 12 AND

>25 pm increase in CRT compared with Week 12, OR new foveal EO — ?t thelienter ShUbﬂEId c;n OCIT — larizati
neovascularization, OR new foveal hemorrhage o new foveal hemorrhage or foveal neovascularization

Patients who met DRM criteria had dosing intervals shortened to Q8 at Patients who met DRM criteria from Weeks 52 through 96 had dosing intervals
Weeks 16 and 20 or by 4-week increments from Week 24 extended by 4-week increments

— The minimum assigned dosing interval was Q8 — The maximum assigned dosing interval was Q24

Figure does not reflect all dosing options once a patient’s dosing interval is shortened or extended. Stippled boxes = initial treatment phase; X = active injection; o = sham injections.

2q8, aflibercept 2 mg every 8 weeks; 8q12, aflibercept 8 mg every 12 weeks; 8q16, aflibercept 8 mg every 16 weeks; Q(n), every n weeks; BCVA, best-corrected visual acuity; CRT, central retinal thickness; DRM, dose regimen
modification; nAMD, neovascular age-related macular degeneration; OCT, optical coherence tomography; W, week. 1. Lanzetta P, et al. Lancet. 2024;403:1141-1152.




Analysis of Early Fluid Resolution and its Association with the Last
Assigned Dosing Interval at Week 96 in the Aflibercept 8-mg Groups

( Objective:
To determine whether early fluid resolution is associated with last assigned dosing interval at W96 in patients treated with aflibercept 8 mg
Methods:
The association between fluid resolution at W4, W8, and W12 (4 weeks after each initial monthly injection) and the last assigned dosing

interval at W96 in patients who received aflibercept 8 mg (8912 and 8916 groups) was analyzed, regardless of fluid outcomes at
\_ other timepoints

~

J

Analyzed patient groups Day 1

1N

Three initial monthly injections in both f
aflibercept 8 mg and 2 mg groups

Fluid-free at W4

Fluid-free at W4 and W8

Fluid-free at W4, W8, and W12

Fluid present at W4 and fluid-free at W8

Fluid present at W4, W8, and W12

eeeea -

Fluid-free . Fluid present .

Fluid status was not assessedon Day 1 but was evaluated pre-injection at W4 and W8. It was defined as the absence of IRF and SRF (fluid-free) or presence of fluid (fluid present) in the center subfield.
| = patients who were either fluid-free, not fluid-free, or with unknown fluid status. IRF, intraretinal fluid; SRF, subretinal fluid.




Last Assighed Dosing Interval at Week 96
of the Aflibercept 8-mg Groups Based on Early Fluid Status

Last assigned dosing interval: ] Q8 [ Q12 [ Q16 [ Q20 | Q24°

Fluid-free at W4 (56%; n=326) ) Fluid-free at W4 & W8 (51%; n=296) 0 Fluid-free at W4, W8, & W12
(48.5%; n=283)

b 5016
75% 76€%

Fluid present at W4 & Fluid present at
fluid-free at W8 (21%; n=122) W4, W8, & W12 (16.8%; n=98) More patients who experienced rapid

fluid resolution through Week 12 had a
last assigned dosing interval of 216 or
=220 weeks at W96 than those who were
never fluid-free through Week 12

Fluid resolution at W4 after 1 injection
may be associated with extended
dosing intervals at W96

" Y J

FAS. Data shown for patients who completed 96 weeks of treatment. Values may not add up to 100% due to rounding. =Patients had their dosing interval shortened based on DRM assessments at some point through W96, ®Patients assigned to a 24-week dosing
interval did not have enough time to complete the interval within the 96-week study period. “FAS. OC prior to ICE. ETDRS, Early Treatment Diabetic Retinopathy Study; ICE, intercurrent event; OC, observed cases.




BCVA and CRT Outcomes in the Aflibercept 8-mg and 2-mg Groups
Through Week 96 Based on Early Fluid Status
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Patients who were fluid-free at Week 4
=@= 8-mg groups == 2-mg group

Absolute BCVA (observed values)

60.0 =" @

8 mg: 65.9 letters
2 mg: 66.4 letters

36 48
Week

500 -
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0

Absolute CRT (observed values)

300 | 2mg: 210 um
200 A

60

8mg: 213 um

04 8 12 24 36 48
Week

60 72 84 Qy

BCVA (ETDRS letters)

Patients who had fluid at Weeks 4, 8, and 12 \
=8- 8-mg groups == 2-mg group

Absolute BCVA (observed values)

8 mg: 62.8 letters
2mg: 61.0 letters

48
Week
Absolute CRT (observed values)

8 mg: 247 um
2mg: 257 um

48 60 72 84 96
Week

 Rapid BCVA gains and CRT reductions were observed after the first injection and were sustained over 96 weeks

FAS (OC prior to ICE).




Conclusion

« Rapid fluid resolution during the initial monthly treatment phase — particularly at Week 4 after the first
injection — may be associated with extended dosing intervals in patients who received
aflibercept 8 mg for nAMD

Patients in the 8-mg groups who had early fluid resolution were able to achieve extended dosing
intervals without compromising visual and anatomic outcomes

. Fluid-free at Week 4 \ ~ Patients who were never fluid-free \

at Weeks 4, 8, and 12

Last assigned dosing interval: [l Q8 M Q12 Q16 I Q20 W Q24°

FAS. Data shown for patients who completed 96 weeks of treatment. Values may not add up to 100% due to rounding. 2Patients had their dosingintervals shortened based on DRM assessments at some point
through W96. "Patients assigned to a 24-week dosing interval did not have enough time to complete the interval within the 96-week study period.
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