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(Masked) (Open-label and optional)?
298 arm
Aflibercept 2 mg every 8 weeks rrrnerannnraan ) 2q898mg _arm
after 3 initial monthly injections _ Patients originally assigned to 298
- switched to aflibercept 8 mg every 12 weeks
_ n=336 RER
Patients n=
with 8912 arm
treatment- Aflibercept 8 mg every 12 weeks
- after 3 initial monthly injections
naive n=335 8mg arm
nAMD e Patients originally assigned to 8g12 or 8q16
continued aflibercept 8 mg on
8916 arm last assigned dosing interval
Aflibercept 8 mg every 16 weeks n=417
after 3 initial monthly injections
n=338
|
Week | + +

2
Start of PULSAR Extension
Optional phase added while PULSAR
was ongoing; therefore, not all patients
were able to enroll due to time constraints

0 48
A
Primary endpoint

Change from baseline
in BCVA (non-inferiority)

156

A
End of PULSAR Extension

aTo be eligible for PULSAR Extension, patients had to have 21 BCVA and CRT assessments between Week 84 and Week 92. The masked transition period (Week 96—-108) was followed by the open-label part

(Week 108-156). BCVA, best-corrected visual acuity; CRT, central retinal subfield thickness; nAMD, neovascular age-related macular degeneration.




PULSAR Extension Design
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2q8->8mg Patients initially treated with aflibercept 298 were switched to aflibercept 8 mg
n=208 at Week 96 and immediately assigned to a 12-week dosing interval
Patients initially treated with aflibercept 8912 or 8q16 continued with aflibercept 8 mg
n=417 at their last assigned dosing interval
Start of End of
_____ NBLa PULSAR Dosing interval modifications throughWeek152 = = = = = = = c e c e e e e e = = = PULSAR
+ Extension Extension
Week ¢ ¢ oo ¢ ¢ o
92 96 100 104 108 120 132 156

O = mandatory visits

E-DRM: Interval Shortening During Year 3 E-DRM: Interval Extension During Year 3

» Patients were assessed at any visit beginning at Week 100 » Patients were assessed at dosing visits beginning at Week 100
*  Criteria for interval shortening: « Criteria for interval extension:
— >b-letter loss in BCVA from N-BL due to persistent or worsening _  <5.jetter loss in BCVA from N-BL AND

nAMD AND either: , . ,
— >25 um increase in CRT from N-BL OR — No fluid (IRF or SRF) in the central subfield on OCT AND

— New onset of foveal neovascularization OR — No new onset of foveal neovascularization or foveal hemorrhage

— New foveal hemorrhage + Dosing intervals extended by 2-week increments to a maximum of Q24
— OR >10-letter loss in BCVA from N-BL due to worsening nAMD

* Dosing intervals shortened by 2-week increments to a minimum of Q8

aN-BL was an average of BCVA and CRT values from Weeks 84, 88, and 92. E-DRM, dosing regimen modification criteria during the PULSAR Extension; IRF, intraretinal fluid; N-BL, new baseline; OCT, optical
coherence tomography; Q8, every 8 weeks; Q24, every 24 weeks; SRF, subretinal fluid.




Mean BCVA and CRT Through Week 1562

PULSAR PULSAR Extension
70 - (298 vs 8mgPb) (2q8->8mg vs 8mgP)
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m 66I 9 Extension
Q% 651 6.9
m |
§ E 60 60.6 i<— Week 96-156 (60 weeks)® _&1'2
= = 59.6 | 29q8>8mg: 4.9
w : 8 mg: 3.9
55 I 1 1 1 1 1 1 Il T T T T 1
0 12 24 36 48 60 (4 84 96 108 120 132 144 156
|
= 400 |
E 350 é
&
c K10[0)
Q 250 274 274
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0 12 24 36 48 60 72 84 96 108 120 132 144 156
Week
Mean number of active BL-Week 48 Week 48-96 Week 108-156
injections over . f 2 mg: 6.9 > } "2mg: 59 ~ — } 8mg:29 _____,
48-week periods:*© 8q12: 6.1 8q12: 3.6 8 mg: 2.9

Note: At Week 156, the 2q8—8mg group (n=208) and 8mg group (n=417) reported LS mean (95% CI) changes from BL (MMRM) in BCVA of +4.6 (2.6, 6.6) letters and +3.4 (1.9, 4.9) letters, respectively,

and in CRT of —-145 (=155, -136) um and -148 (-156, —140) um, respectively. MMRM was used to generate BCVA/CRT LS means for the eFAS with BL BCVA/CRT as a covariate; treatment group (aflibercept
8912, 8916, 2g8), visit, and stratification variables (geographic region [Japan vs rest of the world] and BL BCVA [<60 vs 260 letters]) as fixed factors; and terms for the interaction between visit

and BL BCVA/CRT and the interaction between visit and treatment. 2eFAS (observed cases). "Patients who were randomly assigned to the 8912 or 8q16 groups at the beginning of the PULSAR study

and continued treatment with aflibercept 8 mg through the PULSAR Extension. ceSAF (156-week completers; 2q8->8mg, n=186; 8q12, n=185; 8q16, n=190; 8mg, n=375). BL, baseline; Cl, confidence interval;
eSAF, safety analysis set in the PULSAR Extension; LS, least squares; MMRM, mixed model for repeated measures.




Mean BCVA and CRT Through Week 1562

PULSAR PULSAR Extension
298 b 208->8 b nAMD
’E 70 - ( SR ) 66.9 ( q LUk LA ) Extension
<8 65.1
O 65 - —t—y R
m -
c
SE 60 — Week 96-156 (60 weeks) —»
298->8mg: 4.9
=5 59.6 q8->8mg
55 1 1 1 1 1 1 1 1 T T T T 1
0 12 24 36 48 60 72 84 96 108 120 132 144 156
—~ 450
S il || 2 | 2w | 2 O = first 8 mg injection
=2 400 at Week 96 for the
E 350 | 2q8->8mg group
] I_—H_.
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0 12 24 36 48 60 72 84 | 96 100 104 108 ; 132 144 156
Week  —~—~~"~~7====°-
BL-Week 48 Week 48-96 Week 108-156
2 mg: 6.9 2mg: 5.9 8 mg: 2.9

Note: At Week 156, the 2g8—8mg group (n=208) and 8mg group (n=417) reported LS mean (95% CI) changes from BL (MMRM) in BCVA of +4.6 (2.6, 6.6) letters and +3.4 (1.9, 4.9) letters, respectively,

and in CRT of —-145 (=155, -136) um and -148 (-156, —140) um, respectively. MMRM was used to generate BCVA/CRT LS means for the eFAS with BL BCVA/CRT as a covariate; treatment group (aflibercept
8q12, 8qg16, 2g8), visit, and stratification variables (geographic region [Japan vs rest of the world] and BL BCVA [<60 vs 260 letters]) as fixed factors; and terms for the interaction between visit

and BL BCVA/CRT and the interaction between visit and treatment. 2eFAS (observed cases). "Patients who were randomly assigned to the 8912 or 8q16 groups at the beginning of the PULSAR study

and continued treatment with aflibercept 8 mg through the PULSAR Extension. c.eSAF (156-week completers; 2q8->8mg, n=186; 8q12, n=185; 8q16, n=190; 8mg, n=375). BL, baseline; Cl, confidence interval;
eSAF, safety analysis set in the PULSAR Extension; LS, least squares; MMRM, mixed model for repeated measures.




Patients with Fluid Resolution in the
Aflibercept 2g8->8mg and 8 mg Groups at Week 156
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208->8mg group (n=208) 8mg group (n=417)
100 -
PULSAR PULSAR Extension PULSAR PULSAR Extension
90 - (248) (248->8mg) (8mg) (8mg)
] ]
§ 80 i I \ ] \
2 70 o 67.6 66.4 67.0
2 61.8 -
g 60 -
50 -
40 '
Week 48 Week 96 Week 156 Week 48 Week 96 Week 156
ﬁ Mean number of injections? ﬁ Mean number of injections?
BL-Week 48 Week 48-96 Week 108-156 BL-Week 48 Week 48-96 Week 108-156
2mg: 6.9 2mg: 5.9 8 mg: 2.9 8g12: 6.1 8g12: 3.6 8 mg: 2.9

» The proportion of patients with fluid resolution was maintained in the aflibercept 2q8->8mg group through 96 weeks, and was sustained
after switching to 8 mg through Week 156

* Long-term fluid resolution was observed in the 8mg group with extended dosing intervals through Week 156

« The proportion of patients with fluid resolution was similar in the 2q8->8mg and 8 mg groups at Week 156

eFAS (LOCF). Fluid resolution defined as no IRF and no SRF in central subfield. Fluid status was evaluated pre-injection. eFAS (LOCF). 2eSAF (156-week completers; 2q8->8mg, n=186; 8q12, n=185; 8q16,
n=190; 8mg, n=375). LOCF, last observation carried forward.




298->8mg Group: Patients with Fluid Resolution

4 and 8 Weeks After Active Injections
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Aflibercept 2q8 dosing regimen through Week 96 of PULSAR

Patients (%)

Day 1

100

80

(o))
(@)

w4 W8 W12
X X
Pooo oo
67.6 6.7
63.5

W16 | W20 | w24 | w28 | w32 | W36 | w40 | W44 | w48 | W52 | W56 | Weo | We4 | wes | w72 | w7e [ wso | ws4 | wss | w92 | W96
X (o] X o] X o] X (o] X o] X o] X o] X (o] X (o] X o] X
PULSAR PULSAR
PULSAR Extension PULSAR Extension
(298) (298>8mg) (298) (2q8>8mg)
2mg treatment 8mg treatment 2mg treatment 8mg treatment
1 ! 100 - L L
-TTT T TsTs s s - ' I-"-" - - - --=-=-=-""=-"=-""="-"=-"=-"=-"=-=="= [
4 weeks after active injections 8 weeks after active injections
80 A
73.1 73.9 74.9
70.2 705 2% o
66.8 67.3 66.8
63.3 61.7 63.8 61.8
60 - 58.7 57.8
522 93.8
48.6 48.1 49.0

10

11 12 1

Week

Stippled boxes = initial treatment phase; X = active injection; o = sham injections.
eFAS (LOCF). Patients entering the PULSAR extension: 2q8—8mg group (n=208). Presence of fluid was evaluated prior to active injection administration. Aflibercept 2 mg injections were given at Week 0, 4 and 8,

and then 8-weekly from Week 16 to Week 88. The first aflibercept 8 mg injection was administered at Week 96.

10 11 12

Week




298->8mg Group: Proportion of Patients with Fluid Resolution
4 and 8 Weeks After Aflibercept 2 mg and 8 mg Injections

100 -

Patients (%)

(o]
o

40 -

(@)
(@)
1

Difference in proportion of patients with fluid

resolution 4 and 8 weeks
after the last 2 mg injection

4 weeks after last
2 mg injection

1

PULSAR
(298) 2mg treatment

----------- 12.1% decrease
in patients with
fluid resolution

8 weeks after last
2 mg injection

2

eFAS (LOCF). Patients entering the PULSAR extension: 2g8—8mg group (n=208).

Patients (%)

100 -

(@)
o
1

60 A

40 -

Difference in proportion of patients with fluid

resolution 4 and 8 weeks
after the first 8 mg injection

PULSAR Extension
(2g8>8mg) 8mg treatment

4 weeks after 8 mg 8 weeks after 8 mg
injection injection
8.1% decrease
in patients with
fluid resolution
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Conclusions
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In the PULSAR Extension, functional and anatomic improvements were sustained through Week 156 in the 2g8->8mg and 8mg groups

+ At Week 156, the proportion of patients with fluid resolution was comparable in the 2g8->8mg and 8mg groups, with extended dosing
intervals from Week 96 to Week 156 in the 2q8->8mg group following the switch to aflibercept 8 mg

+ Findings from the 8mg group suggest that patients with treatment-naive nAMD can achieve durable improvements in fluid resolution
with aflibercept 8 mg administered over extended dosing intervals

* Inthe 2g8->8mg group, the proportion of patients with fluid resolution was sustained from Week 96 to Week 156 following the switch to
aflibercept 8 mg

» Alower proportion of patients had fluid re-accumulation between 4 and 8 weeks after the first 8 mg injection in the PULSAR
extension than between 4 and 8 weeks after the last 2 mg injection in PULSAR

Mean CRT Through Week 1562 2q8->8mg Group: Difference in Proportion of Patients with
Fluid Resolution 4 and 8 Weeks After Active Injections®
PULSAR PULSAR Extension After last 2 mg injection After first 8 mg injection
(298 vs 8mg) (2qg8>8mg vs 8mg)
450 100 PULSAR 100 PULSAR Extension
—_ ——— e ——————— e TE Rt e i T w——— —
5 400 - :_22124_:.£3_in1: 4\24(:;?"?;!5_ 12.1% decrease : . 4weel:jsei::§rn8|| 8.1% decrease I
350 1 S I in patients with §§ 0 | »l« n patlents W'th I
S 300 A 8 fluid resolution | § & | fluid resolution |
© 2 | I E ol e -
S 250 P : c «| [N — Talriw T
200 T T T T T T T : I, T T T I_|—|
0 12 24 36 48 60 72 84 1 96 100 104 108 : 144 156 ) N
Week ~ 7 v Week 92 Week 96 - Week 100 Week 104

agFAS (observed cases).beFAS (LOCF).
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