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Background and Methods

PULSAR: Multicenter, Randomized, Double-masked
v 4 v
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Primary endpointat W48: End of study at W96
Mean change in BCVA with optional ~1-year
(non-inferiority) extension through W156

2aDRM: Interval Shortening During Years 1 and 2 ®DRM: Interval Extension During Year 2

Criteria for interval shortening

: : . . Criteria for interval extension
. >h5-
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

No fluid at the center subfield on OCT AND

>25 um increase in CRT compared with Week 12, OR new foveal L
No new foveal hemorrhage or foveal neovascularization

neovascularization, OR new foveal hemorrhage

Patients who met DRM criteria had dosing intervals shortened to g8 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

Stippled boxes = initial treatment phase; X = active injection; o = sham injections.
2q8, aflibercept 2 mg every 8 weeks after 3 initial monthly injections; 8q12, aflibercept 8 mg every 12 weeks after 3 initial monthly injections; 8q16, aflibercept 8 mg every 16 weeks after 3 initial monthly injections; q8, every 8 weeks;
q24, every 24 weeks; BCVA, best-corrected visual acuity; CRT, central subfield retinal thickness; DRM, dose regimen modification; nAMD, neovascular age-related macular degeneration; OCT, optical coherence tomography; W, week.



Baseline Demographics and Disease

Characteristics of the CNV Type Subgroups

CNV Type
n
Female, %
Type 1 ) BCVA, ETDRS letters (SD)
=596 (59.1%) CRT, pym (SD)
CNV size, mm? (SD)
n
Tvoe 2 Female, %
_Type2 BCVA, ETDRS letters (SD)
n=195(19.3%) CRT, um (SD)
CNV size, mm? (SD)
n
Mixed? Fomale. &
BCVA, ETDRS letters (SD
n=202 (20.0%) CRT, um (SD) =
CNV size, mm? (SD)
Type 3

n=14 (1.4%)

n

FAS. aMixed CNV type consists of Type 1 and Type 2 CNV types.
CNV, choroidal neovascularization type; ETDRS, Early Treatment Diabetic Retinopathy Study; FAS, full analysis set; SD, standard deviation.

298
198
58.1
63.4 (11.9)
327 (108)
7.1 (5.3)
66
50.0
50.5 (15.0)

442 (148)
3.6 (3.1)
67
53.7
54.6 (13.7)
406 (141)
6.9 (4.9)

5

203
57.6
63.1 (12.4)
338 (107)
6.3 (4.5)
68
50.0
53.1 (12.8)
429 (140)
3.2 (3.6)
60
46.7
58.2 (12.6)
398 (114)
8.0 (5.7)
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nAMD

195
54.4
63.6 (11.4)
338 (119)
7.0 (5.5)
61
50.8
53.8 (12.6)
419 (155)
3.1 (3.9)
75
52.0
56.0 (11.7)
416 (126)
8.2 (5.6)

5




Mean BCVA at Baseline and Week 96 -,

nAMD
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FAS (observed cases prior to intercurrent events); n values represent the number of patients at baseline. LS mean changes? from baseline at Week 96 in the 2q8, 8q12, and 8g16 arms were 6.6, 4.0, and 5.8 letters for Type 1, 6.5,

10.3, and 3.6 letters for Type 2, and 7.3, 5.7, and 6.7 letters for Mixed, respectively. 2LS mean values were generated using MMRM, with baseline BVCA measurement as a covariate, and treatment group (aflibercept 2q8, 8q12,

8q16), visit, and stratification variables (geographic region [Japan vs Rest of World] and baseline BCVA [<60 vs 260]) as fixed factors, and interaction terms for baseline and visit and for treatment and visit. 5
LS, least squares; MMRM, mixed model repeated measures.




Mean CRT (p)

Mean CRT at Baseline and Week 96

nAMD
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FAS (observed cases prior to intercurrent events); n values represent the number of patients at baseline. LS mean changes? from baseline at Week 96 in the 2q8, 8q12, and 8g16 arms were —104, —116, and —116 pym for Type 1,
=201, -202, and —194 pym for Type 2, and —196, —-181, and — 181 pm for Mixed, respectively. 3LS mean values were generated using MMRM, with baseline CRT measurement as a covariate, and treatment group (aflibercept 2q8,

8q12, 8q16), visit, and stratification variables (geographic region [Japan vs Rest of World] and baseline BCVA [<60 vs 260]) as fixed factors, and interaction terms for baseline and visit and for treatment and visit.




Last Assigned Dosing Interval at Week 96
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FAS, patients completing Week 96. Values may not add up to 100% due to rounding.




Safety Through Week 96 by CNV Type

@ All 8 mg

nAMD

N (SAF) 198 398
=1 Ocular TEAEs, n (%) 102 (51.5) 205 (51.5)
pe L Gy =1 Serious ocular TEAEs, n (%) 3 (1.5) 10 (2.5)
=1 Non-ocular TEAES, n (%) 156 (78.8) 294 (73.9)
N (SAF) 66 129
=21 Ocular TEAEs, n (%) 37 (56.1) 71 (55.0)
R =1 Serious ocular TEAES, n (%) 0 3 (2.3)
=1 Non-ocular TEAES, n (%) 48 (72.7) 96 (74.4)
N (SAF) 67 135
: =21 Ocular TEAEs, n (%) 38 (56.7) 66 (48.9)
ML) (Y =21 Serious ocular TEAEs, n (%)
=1 Non-ocular TEAES, n (%)

« Safety profiles of aflibercept 2 mg and 8 mg were comparable in each of the CNV type subgroups
« OQverall, the most common ocular TEAEs were cataract, retinal hemorrhage, reduced visual acuity, and
vitreous floaters

« The most common serious ocular TEAEs were retinal detachment (n=6), retinal hemorrhage (n=5),
and cataract (n=4)

TEAE, treatment-emergent adverse event.




Conclusions
NAMD

« Improvements in BCVA and CRT were observed at Week 96 with aflibercept
8912, 8916, and 298 across all baseline CNV types

 Larger variability was observed in subgroups of smaller size, limiting
Interpretability

« Safety outcomes were comparable for aflibercept 8 mg and 2 mg for all
CNV type subgroups
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