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PULSAR: Multicenter, randomized, double-masked study

Patients with treatment-naive nAMD, randomized at baseline

L
2q3 8q16
Aflibercept 2 mg every & weeks Aflibercept 8 mg every 16 weeks
after 3 initial monthly injections after J initial monthly injections
n=336

Primary endpoint at W448: End of study at W96
Mean change in BCVA with optional ~1-year
(non-inferiority) extension through W156

gDRM: Interval Shortening During Years 1 and 2 EDREM: Interval Extension Durin

Criteria for interval shortening

' =5-letter loss in BCWA compared with Wesk 12 due to persistent or worsening namD
AND
=25 pm increase in CRT compared with Week 12, OR new foveal
necvascularization, OR new foveal hemorrhage

Criteria for interval extension

O =<3-letter loss in BCVA compared with Week 12 AND
Mo fluid at the central subfield on OCT AND
Mo new foveal hemaorrhage or foveal necvascularization

Patients who met DRM criteria had dosing intervals shorened to go 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 exiended by 4-week increments
—  The minimum assigned dosing interval was g —  The maximum assigned dosing interval was g24

Figure does not reflect all dosing opiions once a patient’s dosing interval is shortened or extended. Stippled boxes = initial treatment phase; X = active injecfion; o = sham injecfions.
g8, every & weeks; g2d, every 24 wesks; BCVA, best-comected visual acuity; CRT, central retinal thickness; DRM, dose regimen modification; nAMD, neovascular age-related macular degeneration;
QCT, optical coherence tomography; W, week.




BCVA and CRT through Week 96: Comparable
outcomes with aflibercept 8 mg and 2 mg overall

BCVA change from BL2

LS meansa®
Week 48 Week 96

+7.0 | +6.6
+6.1 | +5.6

(ETDRS letters)

LS meansat
Week 48 Week 96

=136 | —147
-147 | -152

FAS: 2q8 n=336; 8q12 n=325; 8018 n=338 (at BL). "LS mean values (data post-ICE were censored); LS means were genarated using MMBRM, with baseline BCWA measurement (for BCWA analysis) or BL CRT
measurement {for CRT analysis) as a covanate, and treatment group (aflibercept 2q8, 8q12, 8g18), visit, and stratification variables (gecgraphic regien [Japan vs. Rest of Warld] and BL BEWA, [<80 ws. =80]) as
fooed factors, and interaction terms for BL and wisit and for treatment and visit. $0bsenved wvalues.

BL, baseline; ETDR 5, Early Treatment of Diabetic Retinopathy Study; FA S, full analysis set, ICE, intercurment event; L5, least squares; MMRM, mixed moedel for repeated measures.




Randomized, n

336

335

Baseline characteristics

8q16

338

1009

Age, years

74.2 (8.9)

747 (7.9)

745 (8.5)

74.6 (8.2)

745 (8.4)

Female, %
Race, %

96.0

4.3

23.3

93.8

54.5

Asian

247

221

228

22 4

232

Black or Afncan Amencan

0.6

0.6

0

0.3

0.4

White

741

6.4

769

6.7

758

Mot reported

0.6

0.6

0.3

0.4

0.5

BCWVA, ETDRS letters

589 (14.0)

59.9 (13.4)

60.0 (12.4)

59.9 (12.9)

59.6 (13.3)

CRT, pm

367 (134)

370 (124)

371 (133)

371 (128)

370 (130)

CNV size, mm?

6.4 (5.0)

6.0 (4.8)

6.5 (5.5)

6.3 (5.2)

RIGR)

CNV type, %

Minimally classic CNV

18.2

16.7

20.1

18.4

18.3

Occult-only CNV

o7.1

58.8

25.0

26.9

57.0

Predominantly classic CNV

FAS. Daia are mean {50 unkzss otherwise indicated.

CHY, choroidal neovascularization; 5D, standard deviation.

211

212

19.8

20.5

20.7




BCVA outcomes with aflibercept 8 mg and 2 mg
at Week 96 are independent of BL BCVA

BL BCVA =54 BL BCVA 5573 BL BCVA =74

Me 95% CI
s&l‘;emns] +11.7 (8.8, 14.7) +5.9 (4.2, 7.6) +1.5 (0.8, 3.9)

letters) change +10.4 (7.0, 13.7) +4.1 (2.1, 6.1) +0.9 (-2.6, 4.3)

from BL at
Week 96

100 -

Mean (£ SD) absclute
ETDRS letters
= 85 858 8 &

BCVA at Week 96,

2q8 8q12 8q16 | 2q8 8q12 8q16
(n=106)  (n=97)  (n=99) (n=181)  (n=196)  (n=191)

BL 41.4 42 6 44 3 64.7 65.0 64.3
Week 48 o2 4 528 214 16 0.1 0.3

FAS, LOCF. M values for BL. Analyses were not adjusted for multiplicity or to allow for differences in BL BCWA.
Cl, confidence interval; LOCF, last observation camied forward.




CRT improvements with aflibercept 8 mg and 2 mg
at Week 96 are independent of BL BCVA

BL BCVA =54 BL BCVA 5573 BL BCVA =274

Mean CRT (um) [ 224 (=255, =103) =115 (-129, -100) 58 (-75, —42)

ha 95% CI
change (3% CI) ™ —254 (283, —224) -109 (=121, —96) =76 (=101, =51)

Week 96

g

300

S
-
= 8
;:'.:'ﬁ 200
HE

=

L]

e
=0

(=]

2q8 8q12 8q16 | 2q8 8q12
(n=106)  (n=97)  (n=99) (n=181)  (n=196)

439 454 457 344 339
227 217 226 239 232

FAS, LOCF. H values for BL. Analyses were not adjusted for mulfiplicity or to allow for differences in BL CRT.




Last assigned treatment intervals at Week 96
categorized by BL BCVA

BL BCVA categories

<54 ETDRS letters 55-73 ETDRS letters 274 ETDRS letters
(n=166) (n=338) (n=79)

All patients receiving aflibercept 8 mg

Last assigned treatment interval: | ] q8 B q12 qié | q20 | q24°

Data shown for patients who completed 96 weeks of treatment.
Values may not add up to 100% due to rounding.
iPalients assigned fo a 24-week dosing interval did not have enough fime to complete the interval within the 96-week study period.




BCVA outcomes with aflibercept 8 mg and 2 mg
at Week 96 are independent of BL CRT

<278 pm 279343 pm 344-422 ym 2423 pm

Bova ETDRS | T4:8 (22, 7.4) +6.3 (3.8, 8.8) +6.9 (4.1, 9.7) +10.4 (7.2, 13.6)
letters) change | +3-1 (0.7, 5.4) +4.2 (0.3, 8.0) ¥5.2 (2.4, 8.1) 9.3 (5.7, 12.9)

from BL at
Week 96

100 - 71.6 EB 8 _ 58.8 60.0

67.7 :

28 8q12  8q16 298 8q12  8q16 8q12  8ql6 298  8q12 8ql6
(n=90) (n=80) (n=81) (n=79) (n=80) (n=91) (=90} (n=79) (n=84) (n=85) (n=83)

o
T, 80
S2% 60
0=
_'ﬂﬁn:: 40
{D
—=
:am 2{]
@ m
= 0

628 641 64.8 65.2 646 623 : 605 609 484 507 520
67.7 683 723 f15 693 680 : 659  67.1 581 609 564

FAS, LOCF. H values for BL. Analyses were not adjusted for mulfiplicity or to allow for differences in BL BCWAL




Mean (95% CI)
CRT (um)
change from
BL at
Week 96

g

300

Sg
g
=8
é“'ﬁ 200
HE
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L]

o
=0

=]

CRT improvements with aflibercept 8 mg and 2 mg

at Week 96 are independent of BL CRT

<278 pm

279343 pm 344-422 ym

2423 pm

e )

—79 (91, —66) -146 (-161, —132)

-310 (-335, —285)

—49 (=58, -40)

—80 (-94, —67) —143 (=157, —128)

308 (=335, —280)

ITIH [}

2g8 8q12 8q16
(n=90) (n=80) (n=81)

239 242 239
210 194 198

234 228

232 234

|

28  8qi2  8q16

2g8 8q12  8q16
(n=82) (n=90) (n=79)

(n=79) (n=80) (n=91)

312 309 309 376 379 381
246 231 225 240 238 238

FAS, LOCF. H values for BL. Analyses were not adjusted for mulfiplicity or to allow for differences in BL CRT.

28  8q12  8q16
(n=84) (n=85) (n=85)

o4 7 241 253
250 249 247




Last assigned treatment intervals at Week 96
categorized by BL CRT

BL CRT categories

279343 pm
(n=148)

All patients receiving aflibercept 8 mg
Last assigned treatment interval: Jj a8 B qi2 q16

Data shown for patients who completed 96 weeks of treatment. Values may not add up to 100% due to rounding.
iPalienis assigned fo a 24-week dosing interval did not have enough fime to complete the interval within the 96-week study period.




Mean (95%
Cl) BCVA
(ETDRS
letters)
change from
BL at
Week 96

100 -

[
B, 80
©2F 60
0=
_'{—I‘En: 40
{D
—
:am 20
@
= 0

FAS, LOCF. H values for BL. Analyses were not adjusted for multiplicity or to allow for differences in BL BCWA.

BCVA outcomes with aflibercept 8 mg and 2 mg

at Week 96 are independent of BL CNV size

<1.3 mm2

1.3—<4 mm?

4—<5 mm2

=5 mm2

+10.7 (6.3, 15.2)

+8.2 (5.8, 10.6)

+5.5 (1.2, 9.8)

+6.0 (3.9, 8.1)

+7.0 (2.8, 11.2)

+7.9 (5.1, 10.7)

¥5.5 (1.1, 9.8)

+3.7 (1.2, 6.3)

746 698

683 69.1

2g8 8q12  8q16
(n=30) (n=44) (n=47)

639 628 620
f53 705 75

e m

2g8  8q12  8ql6
(n=110) (n=93) (n=88)

60.0 61.1 61.2
667 700 685

62.8 61.7

|

28 8q12  8q16
(n=28) (n=35) (n=39)

622 614 651
696 666 711

2q8 8q12  8q16
(n=168) (n=163) (n=163)

568 580 576
629 625 616




Mean (95% CI)
CRT (pm)
change from
BL at
Week 96

g

&

100 -

Mean { = SD) absolute
CRT at Week 96, pm
B
=

=]

BL
Week 48

FAS, LOCF. N values far BL. Analyses ware not adjusied for multiplicity or to allow for differences in BL CRT.

CRT improvements with aflibercept 8 mg and 2 mg
at Week 96 are independent of BL CNV size

<1.3 mm2

1.3—<4 mm?2

4—<5 mm?

=5 mm2

-119 (=158, —80)

138 (-164, —111)

-157 (=205, —109)

-144 (164, —123)

-102 (-133, =71)

155 (—184, —126)

-135 (-173, —97)

=157 (=177, =137)

241 250

233 231

232 213

216 214

2g8 8q12  8ql6
(n=30) (n=44) (n=46)

360 352 372
244 256 241

2g8  8q12  8q16
(m=109) (n=93) (n=88)

368 384 367
242 237 233

28 8q12  8q16
(n=28) (n=35) (n=39)

389 348 346
240 213 237

2g8 8q12  8q16
(n=168) (n=163) (n=163)

364 372 378
229 219 218



Last assigned treatment intervals at Week 96
categorized by BL CNV size

Baseline CNV size

All patients receiving aflibercept 8 mg
Last assigned treatment interval: Jj a8 B qi2 qié | 920

Data shown for patients who completed 96 weeks of treatment. Values may not add up fo 100% due to rounding.
iPatieniz assigned 1o a 24-week dosing interval did not have enough fime o complete the interval within the 96-week study period.




-
=]
(=]

Mean (£ SD) absolute
BCVA at Week 96, ETDRS letters

Week 48

Visual and anatomic outcomes with aflibercept 8 mg
and 2 mg at Week 96 are independent of race

Mean (95% CI) BCVA (ETDRS letters) and CRT (pm) change from BL at Week 96

Asian

White

+7.5 (4.8, 10.3)

+6.9 (5.3, 8.6)

+8.9 (5.1, 12.8)

+4.4 (2.6, 6.1)

& 8 &

fod
=
1

=]
i

66.7 66.6

65.9 64.7

28 8q12 8q16 28 8q12 8q16

(n=83) (n=74) (n=77)

592 577 581

990 603 607
66.f 670 6638 665 655 657

(n=249) (n=256) (n=260)

8 E

Mean {+SD) absolute
3

CRT at Week 96, um

=

Asian

White

-144 (176, —111)

=138 (=154, -123)

—147 (=179, —115)

—147 (=163, —132)

212 218

229 225

2g8 8q12  8q16
(n=82) (n=74) (n=7T)

365 366 347
216 217 201

2g8 8qi2  8ql16
(n=249) (n=256) (n=258)

366 373 377
242 232 235

FAS, LOCF. Analyses were not adjusted for multiplicity or fo allow for differences in BL BCWA or CRT. Data are not reportad for Black or African American patients due o small sample size (n=2).



Last assigned treatment intervals at Week 96
categorized by race

Race

All patients receiving aflibercept 8 mg
Last assigned treatment interval: Jj at B qi2 qié g 920

Data shown for patients who completed 96 weeks of treatment. Values may not add up to 100% due to rounding.
Data are not reported for Black or African American patients due to small sample size (n=2).
iPatieniz assigned fo a 24-week dosing interval did not have enough fime fo complete the interval within the S6-week study period.




Conclusions

* At Week 96, mean absolute and change in BCVA and CRT values were similar after treatment with
aflibercept 8 mg with extended treatment intervals compared with 2 mg every 8 weeks across all
subgroups based on baseline BCVA, CRT, CNV size, and race.

Proportion of patients with maintained, extended, or shortened treatment intervals through
Week 96 was also independent of baseline characteristics

Week 96 BCVA outcomes according to BL BCVA Last assigned treatment interval according to BL BCVA2

—
=]
(=]

77.1 76.8 BL BCVA =54 BL BCVA 55-73 BL BCVA =74
0.6 69.1 ]

1 53.0 529 ‘ ‘ ‘ [

BL BCVA =54 BL BCVA 35—73 BL BCVA =74

Mean (+SD) absolute
& & 8

S

@
5
2
:
&
3
=
L
<
2

=

B 2qgz M zq12 W 3q16 3¢ mql2 pql6 m q20 mg24¢

#alues may not add up to 100% due to rounding. “Patients assigned to a 24-week dosing imferval did not have enough time to complete the interval within the 96-week study period.
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