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PULSAR Extension Design

PULSAR (BL-W96) PULSAR Extension (W96-W156)
(Masked) (Open-label and optional)?
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298 arm (n=336)

298->8mg arm (n=208)

Aflibercept 2 mg every 8 weeks PUCCCCRLLLEHHIII0000 - Patients originally assigned to 2q8
. after 3 initial monthly injections switched to aflibercept 8 mg every 12 weeks
Patients
with 8912 arm (n=335)
treatment- —» Aflibercept 8 mg every 12 weeks
naive after 3 initial monthly injections 8mg arm (n=41 7)
I eeeeeeeN  Patients originally assigned to 8q12 or 8q16
nAMD : ;
8a16 arm (n=338) continued aflibercept 8 mg on
_ q last assigned dosing interval
Aflibercept 8 mg every 16 weeks
after 3 initial monthly injections
Primary endpoint Start of End of
Change from baseline N-BLb PULSAR Dosing interval modifications through W152 =s=ssssssssssp  pyLSAR
in BCVA (non-inferiority) ~ ______i______ . Extension¢ Extension
L - ¢ ¢ ¢—0—0-909¢ *e—¢ ¢ 9
0 48 100 104 108 i\ 132 144 156

o = mandatory visits

aTo be eligible for PULSAR Extension, patients had to have 21 BCVA and CRT assessments between Week 84 and Week 92. Masked transition period (W96—108) was followed by open-label part (W108-W156).
®N-BL was an average of values from W84, 88, and 92. <Optional phase added while PULSAR was ongoing; therefore, not all patients were able to enroll due to time constraints.

298, aflibercept 2 mg every 8 weeks; 8q12, aflibercept 8 mg every 12 weeks; 8q16, aflibercept 8 mg every 16 weeks; BCVA, best-corrected visual acuity; BL, baseline; CRT, central subfield retinal thickness;
nAMD, neovascular age-related macular degeneration; N-BL, new baseline; W, week.




Baseline Demographics and Disease

Characteristics of MNV and PCV Subgroups

nAMD
Extension
Baseline Grouping 298>8mg 8mg Total
(n=208) (n=417) (N=625)
n 122 243 365
Female, % 61.5 58.0 59.2
Type 1 MNOV BCVA, ETDRS letters (SD) 64.1 (11.0) 64.2 (11.5) 64.2 (11.3)
n=365(58.4%) CRT, um (SD) 322 (112) 344 (123) 337 (120)
CNV area, mm? (SD) 7.0 (4.7) 6.6 (5.2) 6.7 (5.0)
n 45 80 125
Type 2 MNV Female, % 48.9 48.8 48.8
2% (20.0%) BCVA, ETDRS letters (SD) 50.3 (15.4) 54.9 (12.4) 53.3 (13.7)
' CRT, um (SD) 443 (153) 421 (145) 429 (148)
CNV area, mm? (SD) 3.7 (3.0) 3.0 (3.5) 3.2 (3.4)
n 37 87 124
: . Female, % 99.5 52.9 94.8
n“ﬂ;’;j‘a"gg};o) BCVA, ETDRS letters (SD) 56.4 (13.7) 571 (12.1) 56.9 (12.6)
' CRT, um (SD) 406 (155) 409 (114) 408 (127)
CNV area, mm? (SD) 6.9 (4.0) 7.5 (4.6) 7.3 (4.5)
N 35 50 85
. Female, % 37.1 50.0 447
A Presef;é'fggo'/c°“f"med) BCVA, ETDRS letters (SD) 58.7 (15.8) 56.8 (13.4) 57.6 (14.4)
TED((1l:570) CRT, um (SD) 385 (175) 396 (131) 391 (150)
CNV area, mm? (SD) 5.9 (5.1) 5.3 (4.0) 5.6 (4.5)

eFAS. @Mixed MNV type consists of type 1 and type 2 MNV. MNV Type 3 was observed in 1.8% of cases (n=11), with 4 and 7 cases in the 2g8->8mg and 8mg arms, respectively. eFAS, PULSAR Extension full
analysis set; ETDRS, Early Treatment Diabetic Retinopathy Study; ICGA, indocyanine green angiography; MNV, macular neovascularization type; PCV, polypoidal choroidal vasculopathy;
SD, standard deviation.




MNV Type: Mean BCVA Through Week 156
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PULSAR | PULSAR Extension Extension
|
(298 vs 8mg?) 71' 3 (2g8>8mg vs 8mg?)
: —— >~— &a 208—8mg: n=122
] 67.6 8mg: n=243
i 8 mg: 5.0 .
: 8 mg: 4.0
|
7 o] Type 1 MNV |
m T T T T T T T T T T T T T 1
% 0] 12 24 36 48 60 72 84 96 108 120 132 144 156
(7) 75 62.5 58.8
QD! 60 - e — : ) g 208—8mg: n=45
45 1 57.6 561 om0
Y 30 2 mg: 12.9 | 8 mg: 4.8
i 8 mg: 9.2 8 mg: 3.8
S 151 Type 2 MNV |
o T T T T T T T = T T T T 1
2 0] 12 24 36 48 60 72 84 96 108 120 132 144 156
®
(] 63.2 .
3. 59.6 '
30 2mg: 12.9 I 8 mg: 4.9
1 8 mg: 9.1 : 8 mg: 3.7
> | Mixed MNV i
0] 12 24 36 48 60 72 84 96 108 120 132 144 156
Week

Mean BCVA data are for the eFAS (LOCF); injection data are the mean number for the eSAF (patients completing Week 156). 2Patients randomly assigned to the 8q12 or 8q16 groups at the beginning of the

PULSAR study who continued treatment with aflibercept 8 mg through the PULSAR Extension. LOCF, last observation carried forward; eSAF; PULSAR Extension safety analysis set.




MNV Type: Mean CRT Through Week 156

PULSAR | PULSAR Extension
“00 (298 vs 8mg?) | (298>8mg vs 8mg?)
|
|
400 2é1
300 2
200 2mg: 12.8 8 mg: 5.0 270
100 Type 1 MNV 8 mg: 9.0 8 mg: 4.0
T T T T T T T T | T T T T 1
e 0] 12 24 36 48 60 72 84 96 108 120 132 144 156
E 500 i
_ 400 - 299 299
300 - ———9 g
(&)
c 200 - 2 mg: 12.9 289 8mg: 4.8 280
o 100 Type 2 MNV 8 mg: 9.2 i 8 mg: 3.8
= 0] 12 24 36 48 60 72 84 96 108 120 Y 144 156
500 |
400 :
300 274
200 i 2mg: 12.9 8 mg: 4.9 261
100 Mixed MNV 8 mg: 9.1 | 8 mg: 3.7
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Week

nAMD

Extension

298—8mg: n=122
8mg: n=243

298—8mg: n=45
8mg: n=80

298—8mg: n=37
8mg: n=87

Mean CRT data are for the eFAS (LOCF); injection data are the mean number for the eSAF (patients completing Week 156). 2Patients randomly assigned to the 8q12 or 8q16 groups at the beginning of the

PULSAR study who continued treatment with aflibercept 8 mg through the PULSAR Extension.




MNV Type: Patients With
No SRF and No IRF Through Week 156

nAMD
Extension
298 2q8->8mg 8q12/8q16 8mg
] ] ] ]
) [ \( \ [ \ \
5122 58 e 66 62 65 67 g @1 65
Type1 ¢ 53
MNV & 2]
E 25 -
0 - .
=12 W48 W96 W100 W104 W156 =243 W48 W96 W100 W104 W156 /*
100 -
S 75 . 53 09 64 g 68 60 59 63 68
Type2 £ . 49
MNV -g .8mg
E 25 -
0 - .
n=45 W48 W96 W100 W104 W156 n=80 W48 W96 W100 W104 W156
100 -
== 76 74
ey E T5- s 73 73 73 M g4 70 T2
MNV &
E 25
O_ T

n=37 W48 W96 W100 W104 W156 n=87 W48 W96 W100 W104 W156

eFAS (LOCF); proportions at each timepoint calculated based on the eFAS n values indicated for each cohort. IRF, intraretinal fluid; SRF, subretinal fluid; W, week.




MNYV Type:
Last Assigned Dosing Interval at Week 156

nAMD

Type 1 MNV Type 2 MNV Extension
_ - 40% = an | 39% o4
X 50 25% >Q20 S 80 . >Q20 HQ
= | 77% 2 o 27% | 76% B Q20-Q22
t 2Q12 17% 3 2Q12 16% Q16-Q18
2 40 - 40 -
a o B Q12-Q14
20 1 20 - B Q8-Q10
0 - 0 -
2q8->8mg 2q8->8mg
(n=108) (n=215) (n=41) (n=75y
Mixed MNV
100 - .
o
—~ 80 - 41%
& >Q20
@ 60 - 271% | 85%
c 2Q12 20%
2 40 -
©
& o
0 i
298->8mg 8mg
(n=33) (n=80)

eSAF (patients completing Week 156); proportions calculated based on total number of completers per cohort; values may not add up to 100% due to rounding. 20ne patient was missing from this analysis.
Q8, every 8 weeks; Q10, every 10 weeks; Q12, every 12 weeks; Q14, every 14 weeks; Q16, every 16 weeks; Q18, every 18 weeks; Q20, every 20 weeks; Q22, every 22 weeks; Q24, every 24 weeks.
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PCV Subgroup: Outcomes Through Week 156

PULSAR ' PULSAR Extension
(298 vs 8mg) i (298>8mg vs 8mg)
|
i 69.5 69.1
_“' 65.1 61.9
| |
|
-4 298—8mg:n=35 :
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0 12 24 36 48 60 72 84 96 108 120 132 144 156
__gr2mg:128 _r 8ma: 51
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|
_ |
|
| 272 262
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Week

Patients (%)
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OO O o1 O

o

40
20

Patients (%)

Data for BCVA, CRT, and fluid are for the eFAS (LOCF); data for injection numbers and dosing intervals are for the eSAF (patients who completed Week 156).
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No IRF and no SRF through Week 156

2q8 2q8->8mg 8q12/8q16
| ] ]

i 86
71 71 80

8mg
|

69 70 g6 72 70 74

=35 W48 W WI00 W14 W16 =30 W48 W WI00 W14 W15

Last assigned dosing interval at Week 156

| o NI
21% | | 79, 52% @ Q20-Q22
i - o 229%, 2Q20
2Q12 Q16-Q18
- 15% B Q12-Q14
1 B Q8-Q10
2q8->8mg 8mg
(n=30) (n=46)




Conclusions

» In the PULSAR Extension, improvements in BCVA and CRT observed from baseline at Week 96
were generally maintained through Week 156 in the 2g8—8mg and 8mg arms in patients grouped by
baseline MNV type; similar results were seen in patients with ICGA-confirmed PCV
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Extension

 In all subgroups at Week 156, most patients had a last assigned dosing interval of 212 weeks
» 55% to 67% of patients in the 8mg arm attained a last assigned dosing interval of 216 weeks
» Aflibercept 8 mg offered faster, superior, and more durable fluid resolution compared with aflibercept 2 mg

Small subgroup size may result in large variability, limiting generalization of the findings of this post hoc analysis

/ No IRF and no SRF through Week 156 \

/ Type 1 MNV Type 2 MNV I

298 2q8->8mg 298 298->8mg 2g8 2q8->8mg

r : \ : \ 100 A A [ : Y : ]
—_ [ \( \
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75 53 09 64 g 80 .o
5 49
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