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PULSAR study design

Multicenter, randomized, double-masked study in patients with treatment-naive nAMD
Randomized at baseline 1 (2g8) : 1 (8912) : 1 (8q16)

298
Aflibercept 2 mg every 8 weeks

8916

Aflibercept 8 mg every 16 weeks

after 3 initial monthly injections
n=338

after 3 initial monthly injections
n=336

Primary endpoint at Week 48:
Mean change in BCVA (non-inferiority)

Key secondary endpoint at Week 16:
Proportion of patients without IRF and SRF in the center subfield

|

End of study at Week 96
with optional, 1-year extension through Week 156

BCVA, best corrected visual acuity; IRF, intraretinal fluid; nAMD, neovascular age-related macular degeneration; SRF, subretinal fluid.




PULSAR Study Design and Dosing Schedule %5

nAMD

96-week, multicenter, randomized, double-masked study in patients with treatment-naive nAMD
Randomized at baseline 1 (298) : 1 (8912) : 1 (8q16)

Key secondary endpoint: Primary endpoint:
Proportion of patients without IRF and Mean change in BCVA
SRF in the central subfield (non-inferiority)

Wk12 | Wk16 | Wk20 | Wk24 | Wk28 | Wk32 | Wk 36 | Wk40 | Wk 44 | Wk 48
298 (n=336) X
X
8916 (n=338)

DRM Criteria for Shortening Dosing Interval DRMin Year 1 Week 16 and 20: Patients on and

8016 meeting DRM criteria shortened to Q8

*  >5-letter loss in BCVA compared with Week 12, Int I v b
due to persistent or worsening nAMD
shortened Week 24: Patients on 8g16 meeting DRM

Multlple opportunltles to Criteria Shortened tO Q1 2
shorten interval

*+ >25um increase in CST compared with Week 12, Binmnnhnesssliion Week 32 and 44 for and Week 40 for
or new-onset foveal neovascularization, or foveal all patients was Q8 8q16: Treatment interval shortened by

hemorrhage 4 weeks for patients meeting DRM criteria

Stippled boxes = initial treatment phase; X = active injection; o = sham injection. Note: Table does not reflect all dosing options once a patient’s dosing interval is shortened.
28, 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; CST, central subfield thickness; DRM, dose regimen modification’ @8, every 8 weeks; Q12, every 12 weeks; Wk, week.




PCV in PULSAR

* PULSAR s a global study conducted across 223 sites in 27 countries

» |CGA was optional and conducted in 295 patients in 12 countries?

* PCV present, n=139; PCV absent, n=153
» Data missing, n=3

Patients with PCV present (ICGA-confirmed) |
: PCV subgroup by race®
Europe 18 APAC 100 Americas
Not reported
Austria 3 Australia 5 USA 0.7% (n=1)
Italy 12 Japan 42
Latvia 1 Korea 18
Spain Mainland China 35
Switzerland
ICGA images were graded by the reading center.
Switzerland (n=3); USA (n=77).

aAustralia (n=15); Austria (n=7); France (n=2); ltaly (n=22); Japan (n=71); Korea (n=26); Latvia (n=2); mainland China (n=66); Singapore (n=1); Spain (n=3);

PNo patients were reported as Black or African American, or multi-racial.
APAC, Asia Pacific; ICGA, indocyanine green angiography; PCV, polypoidal choroidal vasculopathy.




PCV subgroup: Baseline demographics and g

disease characteristics CAMD

PCV subgroup (ICGA-confirmed) Overall population

BL demographics and
disease

characteristics 298 All 8 mg 298 8q16 All 8 mg

n=54 n=85 n=336 n=335 n=338 n=673
Age, years 72.6 (8.2) 722 (8.1) 73.2(8.7) 727 (8.3) ILRACK)N BNLNACA)N BRLETCEIN LGRS
Female, % 31.5 50.0 36.6 43.5 56.0 54.3 53.3 53.8
E(t:t\e”:s, Sl 57.6 (15.5) 56.3 (13.3) 60.1 (11.5) 58.1 (12.5) EEANEEXON EERNGREYN NEVNG PN R RN PR<)
CST, ym 378 (163) 392 (129) 377 (139) 384 (134) EEACEIN BEICXCPI N BEANCER N BEIAREPL))
CNV size, mm? 58 (4.7) 5.1(3.8) 52(4.5) 5.1 (4.2) BEYX) 6.0 (4.8) 6.5 (5.5) 6.3 (5.2)

FAS, data are mean (SD) unless otherwise indicated.

BL, baseline; CNV, choroidal neovascularization; ETDRS, Early Treatment Diabetic Retinopathy Study; FAS, full analysis set; ICGA, indocyanine green angiography; PCV, polypoidal

choroidal vasculopathy; SD, standard deviation. 7




PCV Subgroup: Absolute and Change from
Baseline in BCVA through Week 48 (LOCF)

PCV Subgroup

70 1
P
Absolute 65 //.‘V
BCVA 7
(LOCF)
n 60 -
I5 66.8 2q8
E o | | | | | | | | | 6I5.8 8.q12.
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QO 15 -
|_
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BCVA change
from BL
(LOCF)

i g
+9.5 8q12
+9.3 298

Week 0 4 8 12 16 20 24 28 32 36 40 44 48

Mean + SD change from Two-sided

BL to Week 48 (LOCF) 95% CI
2qg8 +93+ 11.1 6.2,12.3
8912 +95+13.0 9.5,134
+/5+76 9.1,9.9

Overall Population

75 -
70 -
65 A e - |
/-%f 66.5 298
60 & 66.0 8q12
55 1 1 1 1 1 1 1 1 1 1 1 1
0 4 8 12 16 20 24 28 32 36 40 44 48
15 -
10 -

» -__L,‘__‘J‘——.-—.ﬂ——'—.\r‘
+7.5 298
+6.1 812

12 16 20 24 28 32 36 40 44 48

4 8
Mean + SD change from Two-sided
BL to Week 48 (LOCF) 95% CI
2q8 +7.5+£12.0 6.2,8.8
8912 +6.1+13.2 47,76
+59+11.8 46,72

LOCF: last available observed value prior to ICE will be used to impute missing data. ICE will be handled according to sensitivity estimand strategy for continuous endpoints as described; FAS (PCV

subgroup): 298 n=54; 8q12 n=44; 8q16 n=41 (at baseline), (overall population): 2q8 n=336; 8q12 n=335; 8q16 n=338 (at baseline).
Cl, confidence interval; ICE, intercurrent event; LOCF, last observation carried forward.




PCV Subgroup: Proportions of Patients Maintained
on Q12 and Q16 Dosing Intervals through Week 48

a
PCV subgroup ek N Q122 = 87% of patients receiving
aflibercept 8 mg
maintained dosing
intervals 212 weeks

8912 n=41® 8916 n=37 All aflibercept 8 mg n=7g°

a a 0 i ivi
Overall Q8 Q8 Q8%  83% of patients receiving
) Q122 aflibercept 8 mg
population maintained dosing
intervals 212 weeks

8912 n=316" 8916 n=312>  All aflibercept 8 mg n=628°

Values may not add up to 100% due to rounding.
aPatients shortened based on DRM assessments at some point through Week 48. PPatients completing Week 48.




PCV Subgroup: Anatomic Endpoints

Patients without retinal fluid Absolute CST
DEHUETRTTGIEEIRY I PCV subgroup Chande from baseli
ange trom baseiline
e 100 4 500 - to Week 48 (um)
2 & 8% 400 148 2q8
c T —
= L 0 o 3 '\ Ci72 8q12
S 60 1 >7% £ 3004 -
: 40 1 5 200
£ O
S 20 1 100 -
o
0 - 0
8q16 0
& 100 Overall population Change from baseline
2]
T | 500 - -1302q8
-§ °0 62% 65% 63% —141 sqq12
S 60{ 52% T 0n
£ g = e \\\\\w
g = 20 4
8 100 -
S 0!
o 298 8912 8916 All 8 mg 0 S S
0] 4 8 12 16 20 24 28 32 36 40 44 48

Week
‘Without retinal fluid® defined as absence of IRF and SRF in central subfield. For fluid: LOCF (censoring data post ICEs); FAS (PCV subgroup).
For CST: LOCF, FAS. PCV subgroup, 298 n=54; 8q12 n=44; 8q16 n=41; overall population, 298 n=335; 8q12 n=333; 8q16 n=334. 0




PCV subgroup: Additional analyses

Patients with polyps

Patients with active polyps?®

100% - 94% 97%
80% - 8% 79%
493 N
= 60% - Yes
Q
©
o i ENo

All 8 mg 0%

20% -

22% 21%

6% 3%

0% | —

2q8 Al 8 mg

2q8  All8mg

51%2 Screening Week 48°¢

Number of polyps: JJ 0 | 1-3 | 4-6 27 | Unknown

Data are for patients with PCV who completed Week 48. Screening (Visit 1) occurred before the baseline visit (Visit 2). For polyp data: 2q8, n=51; All 8 mg, n=78. 2% calculated based on
number of patients with known number of polyps. P ‘No’ active polyps defined as no polyps present OR IRF and SRF are 'absent' or 'questionable’. tAt Wk 48, n=2 unknown each for 298
and All 8 mg groups.




PCV subgroup: Safety — Week 48 Oy

TEAE, n (%)

PCV subgroup Overall population

2q8 All8 mg 2qg8 8q16 LUK Ayl
n=54 n=85 n=336 n=335 | n=338 n=673

Any ocular TEAE

14 (25.9) 17(38.6) 13(31.7) 30(35.3) ERENERINEREEICENRPACE) BIEETEETY)

Reduced visual acuity

Cataract

3 (5.6) 2 (4.5) 0 2 (2.4) 20 (6.0) 12 (3.6 18 (5.3) 30 (4.5
2 cases of cataracts? 10 (3.0) 12 (3.6 12 (3.6) 24 (3.6

Retinal hemorrhage

Intraocular pressure increased

)
)
)
)

Vitreous floaters

Subretinal fluid
Intraocular inflammation

)

)

2 (3.7) 3(6.8) 1(2.4) 4 (4.7) 14 (4.2) 11 (3.3 10 (3.0) 21 (3.1)
1(1.9) 2 (4.5) 3(7.3) 5 (5.9) 7 (2.1) 11(3.3 9(2.7) 20 (3.0)
2 (3.7) 0 3(7.3) 3(3.5) 11 (3.3) 4(1.2) 12 (3.6) 16 (2.4)
0 0 0 0 11 (3.3) 10 (3.0) 5 (1.5) 15 (2.2)

Endophthalmitis

Occlusive retinal vasculitis

The safety profile of aflibercept 8 mg in nAMD was comparable with that of aflibercept2 mg,
both in the PCV subgroup and overall population

Data are from the SAF. TEAEs are AEs occurring from the first injection to 30 days after the last injection (active or sham); ocular TEAEs are those occurring in the study eye.
aData presented in this way to avoid unintentional patient unmasking.

AE, adverse event; TEAE, treatment-emergent adverse event; SAF, safety analysis set.

nAMD




PCV subgroup:

Non-Ocular safety through Week 48

Patients with =1
non-ocular TEAE (%)

Non-ocular serious
TEAEsS (%)

PCV subgroup (ICGA-confirmed)

All 8 mg
n=85

52.3

9.1

SAF. No cases of APTC events or hypertension events were reported in the PCV subgroup.

All events death: Overall population: 2q8, 1.5%; 8q12, 0.9%; 8q16, 0.3%; All 8mg, 0.6%.
APTC, Anti-Platelet Trialists’ Collaboration.

298

Overall population

8916

All 8 mg

n=338

n=673

53.8

53.0

9.5

9.8




Aflibercept 8 mg monotherapy in PCV

Aflibercept 8 mg
monotherapy?
showed robust

efficacy benefits

4

[ Extended durability J

Comparable safety
profile with
aflibercept2 mg

aWithout active rescue photodynamic therapy.

Heier et al. Ophthalmology 2012;119(12):2537-48; 2. Schmidt-Erfurth et al. Ophthalmology 2014;121(1):193-201.

Conclusions:

Robust improvements in BCVA from baseline to Week 48 were observed in the
aflibercept 8912, 8q16, and 2q8 PCV subgroups (+9.5, +7.5, and +9.3 letters, respectively)

At Week 16, fluid was absent in 67% and 63% of patients with PCV in the pooled
aflibercept 8 mg group and aflibercept 2 mg group, respectively

Aflibercept 8 mg and aflibercept 2 mg markedly reduced the proportion of patients with
PCV with active polyps from baseline (97% and 94%, respectively) to Week 48
(21% and 22%, respectively)

In total, 87% of patients with PCV treated with aflibercept 8 mg were maintained on dosing
intervals 212 weeks, suggesting extended durability compared with aflibercept 2 mg

In the PULSAR study, the safety profile of aflibercept 8 mg was similarin the PCV

subgroup and the overall study population, and the safety profile was comparable to that of
aflibercept 2 mg'-2
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