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Background and Methods

» The purpose of the current analysis was to evaluate the safety of aflibercept 8 mg and 2 mg through to 96
weeks

« Data from three multicenter, randomized clinical trials comparing the efficacy and safety of aflibercept 8 mg
versus aflibercept 2 mg were pooled:

 Phase 2 CANDELA trial in treatment-naive patients with nAMD
 Phase 3 PULSAR trial in treatment-naive patients with nAMD
* Phase 2/3 PHOTON trial in treatment-naive and previously treated patients with DME

« Data were pooled through Week 44 of the CANDELA trial and through Week 96 of the PULSAR and
PHOTON trials

« Overall, safety data for 1773 patients were evaluated

Safety analysis set. 8g12, aflibercept 8 mg every 12 weeks; 8q16, aflibercept 8 mg every 16 weeks; DME, diabetic macular edema; nAMD, neovascular age-related macular degeneration.

Aflibercept 8q12
2 mg pooled 8 mg pooled
CANDELA, n 53 53 0 53
PULSAR, n 336 335 338 673
PHOTON, n 167 328 163 491
Total, n 556 716 501 1217




Baseline Demographics and Aflibercept Exposure in the
Pooled Safety Analysis

Aflibercept Aflibercept
2 mg pooled (n=556) 8 mg pooled? (n=1217)
Baseline demographics
Female, n (%) 299 (53.8) 574 (47.2)
Age group, n (%)
<65 years 141 (25.4) 349 (28.7)
=65—<75 years 196 (35.3) 441 (36.2)
=75 years 219 (39.4) 427 (35.1)
White, n (%) 412 (74 .1) 927 (76.2)
Hispanic or Latino, n (%) 47 (8.9) 106 (8.7)
Aflibercept exposure
Total number of injections 6464 10,067
Number of injections, mean (SD) 11.6 (3.1) 8.3 (2.1)
Treatment duration, mean (SD), weeks 84.1 (24.5) 86.8 (22.6)

Safety analysis set. 2Aflibercept 8912 and 8q16 combined. SD, standard deviation.




Ocular TEAEs and Serious Ocular TEAEs in the Study Eye

Aflibercept Aflibercept
2 mg pooled (n=556) 8 mg pooled (n=1217)
Patients with 21 ocular TEAE, n (%) 263 (47.3) 583 (47.9)
Ocular TEAEs occurring in 23% of patients in any treatment group, n (%)
Cataract?2 53 (9.5) 140 (11.5)
Visual acuity reduced 30 (5.4) 53 (4.4)
Vitreous floaters 22 (4.0) 49 (4.0)
Vitreous detachment 16 (2.9) 45 (3.7)
Conjunctival hemorrhage 17 (3.1) 46 (3.8)
Retinal hemorrhage 22 (4.0) 44 (3.6)
IOP increased 17 (3.1) 34 (2.8)
Subretinal fluid 17 (3.1) 24 (2.0)
Patients with 21 serious ocular TEAE in the study eye, n (%) 7 (1.3) 28 (2.3)
Serious ocular TEAEs in the study eye in 22 patients in any treatment
group, n (%)
Cataract? 1(0.2) 7 (0.6)
Retinal detachment 1(0.2) 6 (0.5)
Retinal hemorrhage 1(0.2) 4 (0.3)
IOP increased 0 3(0.2)
Vitreous hemorrhage 0 3(0.2)
Retinal tear 0 2(0.2)

1 case of ischemic optic neuropathy was reported with aflibercept 2 mg,
and no cases were reported with aflibercept 8 mg through Week 96

Safety analysis set. @lncludes cataract, cataract cortical, cataract nuclear, cataract operation, cataract subcapsular, lenticular opacities, and posterior capsule opacifications, although not all terms met the 23%
threshold. IOP, intraocular pressure; TEAE, treatment-emergent adverse event.



Non-ocular TEAEs, APTC Events, and Deaths

Aflibercept Aflibercept
2 mg pooled (n=556) 8 mg pooled (n=1217)
Patients with 21 non-ocular TEAE, n (%) 396 (71.2) 884 (72.6)
Non-ocular TEAEs occurring in 25% of patients in any
treatment group, n (%)
COVID-19 77 (13.8) 203 (16.7)
Hypertension 41 (7.4) 114 (9.4)
Nasopharyngitis 39 (7.0) 75 (6.2)
Back pain 28 (5.0) 49 (4.0)
Urinary tract infection 31 (5.6) 45 (3.7)
Patients with 21 serious non-ocular TEAE, n (%) 112 (20.1) 256 (21.0)
Serious non-ocular TEAEs occurring in 21% of patients in any
group, n (%)
Pneumonia 3 (0.5) 16 (1.3)
Acute myocardial infarction 4 (0.7) 13 (1.1)
Myocardial infarction 5(0.9) 15 (1.2)
Patients with 21 APTC event?, n (%) 23 (4.1) 45 (3.7)
Non-fatal myocardial infarction 7 (1.3) 17 (1.4)
Vascular death 10 (1.8) 14 (1.2)
Non-fatal stroke 4 (0.7) 13 (1.1)
Deaths?, n (%) 17 (3.1) 33 (2.7)

Safety analysis set. @Treatment-emergent. APTC, Anti-Platelet Trialists’ Collaboration; COVID-19, coronavirus disease 2019.




Absolute Pre-injection IOP Through Week 96
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The mean pre-injection IOP values were comparable across treatment groups,

Safety analysis set.

with no sustained increase in IOP through Week 96



|IOP-related Events in the Study Eye

Aflibercept

2 mg pooled (n=556)

Aflibercept
8 mg pooled (n=1217)

Patients with 21 IOP-related event, n (%) 22 (4.0) 53 (4.4)
IOP-related events, n (events per 1000 injections) 39 (6.0) 90 (8.9)
Angle-closure glaucoma 1(0.2) 3 (0.3)
Borderline glaucoma 0 2(0.2)
Glaucoma 1(0.2) 6 (0.6)
Intraocular pressure increased 32 (5.0) 59 (5.9)
Ocular hypertension 4 (0.6) 19 (1.9)
Open-angle glaucoma 1(0.2) 1(0.1)
Severity of IOP-related events, n (%)
Mild 35 (89.7) 72 (80.0)
Moderate 4 (10.3) 17 (18.9)
Severe 0 1(1.1)
Resolution status of events, n (%)
Resolved 32 (82.1) 73 (81.1)
Resolve with sequalae 1(2.6) 0
Resolving 4 (10.3) 2(2.2)
Did not resolve 1(2.6) 11 (12.2)
Unknown 1(2.6) 4 (4.4)2

Safety analysis set. Through Week 96, 0.9/1000 injections and 0 anterior chamber paracentesis procedures were performed in the aflibercept 8 mg and 2 mg groups, respectively. 2Events were mild in severity

and no events resulted in change in treatment.




|Ol-related Events in the Study Eye

Aflibercept Aflibercept

2 mg pooled (n=556) 8 mg pooled (n=1217)

Patients with 21 I1Ol-related event, n (%) 9 (1.6) 16 (1.3)
IOl-related events, n (events per 1000 injections) 15 (2.3) 20 (2.0)
Iridocyclitis 4 (0.6) 6 (0.6)
Iritis 0 5 (0.5)
Anterior chamber cell 1(0.2) 2(0.2)
Uveitis 2 (0.3) 2(0.2)
Vitreal cells 3 (0.5) 2 (0.2)
Vitritis 0 2(0.2)
Chorioretinitis 0 1(0.1)
Endophthalmitis 2 (0.3) 0
Eye inflammation 2 (0.3) 0
Hypopyon 1(0.2) 0
Severity of I0l-related events, n (%)
Mild 13 (86.7) 16 (80.0)
Moderate 1(6.7) 4 (20.0)
Severe 1(6.7) 0
Resolution status of events, n (%)
Resolved 13 (86.7) 14 (70.0)
Resolve with sequalae 0 0
Resolving 0 1(5.0)
Not resolved 1(6.7) 4 (20.0)
Finished study 0 1(5.0)
Unknown 1(6.7) 0

Safety analysis set. 10l, intraocular inflammation.




Incidence of TEAES,
serious TEAEs, APTC
events, and death

Incidence of
IOP-related events

Incidence of
IOl-related events

Safety profile

Conclusions

The incidence of ocular and non-ocular TEAEs, serious TEAEs, APTC events, and deaths,
was similar between aflibercept 8 mg and 2 mg

No cases of ischemic optic neuropathy were reported with aflibercept 8 mg,
and 1 case was reported with aflibercept 2 mg through Week 96

Pre-injection IOP values remained consistent over 44 weeks for CANDELA and 96 weeks
for PHOTON and PULSAR

Incidence of IOP-related events was low and comparable between aflibercept 8 mg and
aflibercept 2 mg

Incidence of |0I-related events was low and comparable between aflibercept 8 mg and
aflibercept 2 mg

No cases of endophthalmitis were reported with aflibercept 8 mg; 2 cases of
endophthalmitis were reported with aflibercept 2 mg

Overall, aflibercept 8 mg demonstrated a comparable safety profile to aflibercept 2 mg

for up to 44 weeks for the CANDELA trial and 96 weeks across the PULSAR and PHOTON
trials
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