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PULSAR: Multicenter, randomized, double-masked study.

Patients with treatment-naive nAMD, randomized at baseline

nAMD

Y
2q8 8q16
Aflibercept 2 mg every & weeks Aflibercept 8 mg every 16 weeks
after 3 initial monthly injections after 3 initial monthly injections
n=338

Primary endpoint at W43 End of study at W36
Mean change in BCVA with optional ~1-year
(non-inferiority) extension through W156

ADRM: Interval Shortening During Years 1 and 2 DDRM: Interval Extension Durin

Criteria for interval shortening

o =5-letter loss in BCVA compared with Week 12 due to persistent or worsening naMD
AND
=23 um increase in CRT compared with Week 12, OR new foveal
neovascularization, OR new foveal hemorrhage

Criteria for interval extension

. =o-letter loss in BCWVA compared with Week 12 AND

o Mo fluid at the central subfield on OCT AND

o Mo new foveal hemorrhage or foveal neovascularization

Pafients who met DRM criteria had dosing intervals shortened fo g2 af Pafients who met DRM criteria from Weeks 52 through 26 had dosing intervals
Weeks 16 and 20 or by 4-week increments from Week 24 extended by 4-week increments
—  The minimum assigned dosing inferval was qd —  The maximum assigned dosing inferval was 924

Figure does not reflect all dosing options once & patient’s dosing imterval is shortened or extended. Stippled boxes = indtial trestment phase; X = active mjection; o = sham injections.
g8, every & weeks; g24, every 24 weels; BCVA, best-comected visual scuity; CRT, central retinal thickness; DRM, dose regimen modification; nAMD, neowvascular age-related macular degeneration;
QOCT, 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>

nAMD

LS meansst
Week 48 Week 96
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FAS: 208 n=328; 8912 n=335; 8q16 n=33% (at BL). °LS mean values (dats post-ICE were censored); 5.5 means were generated using MMREM, with baseline BCVA measurement (for BCWVA analysis) or BL CRT
measurement (for CRT analysis) as a covarisie, and trestment group (aflibercept 2q8, 312, 8g18), visit. and strafification variables {geographic region [Japan vs. Rest of World] and BL BCWA [<80 vs. 260]) as

feoed factors, and infersclion terms for BL and visit and for trestment and visit. S0bsensed values.

BL, baseline; FAS, full analysis set, ICE, intercurrent event; LS, least squares; MMRM, mixed model for repeated measures. 3




Baseline characteristics

D @ i

Randomized, n 336 335 338 1009
Age, years 742 (8.8) 4.7 (7.9) 745 (8.9) 746 (8.2) 4.5 (8.4)
Female, % 56.0 543 533 53.8 545
Race, %
Asian 247 221 228 224 23.2
Black or African American 0.6 0.6 0 0.3 0.4
White 741 6.4 76.9 76.7 758
Not reported 0.6 0.6 03 0.4 0.5
BCVA, ETDRS letters 58.9 (14.0) 599 (13.4) 60.0 (12.4) 59.9 (12.9) 596 (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) 6.3 (5.1)
CNV type, %
Minimally classic CNV 18.2 16.7 20.1 18.4 18.3
QOccult-only CNV 57 A1 58.8 55.0 56.9 57.0
Predominantly classic CNV 211 212 19.8 205 207

FAS. Digta are mean (S0) unless otherwise indicated.
CHV, choroidal neovascularization; ETDR S, Eary Treatment of Diabetic Retinopathy Study; 5D, standard deviation.



Mean (95% CI)

BL BCVA =54

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

BCVA (ETDRS +11.7 (8.8, 14.7)
letters) change +10.4 (7.0, 13.7)

Mean (X SD) absolute

from BL at
Week 96
100 -
ER 53.0 529
iy
SE 60 - ]
=0
g o
5w 20 -
(wi
I} i
2q8 8q12 8q16
(n=106)  (n=97) (n=99)
BL 41.4 42 6 44 3
Week 48 h2 4 h28 514

BL BCVA 5573 BL BCVA =74

+5.9 (4.2, 7.6) +1.5 (-0.8, 3.9)

+4.1 (21, 6.1) +0.9 (-2.6, 4.3)
70.6 69.1 771 76.8

2q8 8q12 8q16 2q8 8q12 8q16
(n=181) (=196}  (n=191) (n=49) (n=42) (n=48)

64.7 65.0 64.3 756 75.9 756

716 70.1 703 779 74 78.4

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

Cl, comfidenca interval; LOCF, last cbsersation camied forsard.




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

S

300 -
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100 -

Mean (* SD) absolute
CRT at Week 96, pm

="
i

BL
Week 48

BL BCVA =54

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

BL BCVA 5573

BL BCVA 274

=224 (=255, =193)

=115 (=129, -100)

=38 (=75, -42)

=254 (—283, —224)

=109 (-121, -96)

=76 (—101, -51)

211 201

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

439 454 457
227 217 226

230 231

2q8 8q12 8q16
(n=181)  (n=196)  (n=190)

344 339 338
239 232 225

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

216 240

nAMD

2q8 8q12 8q16
(n=48)  (n=42) (n=4T)

294 322 322
243 236 237




Last assigned treatment intervals at Week 96
categorized by BL BCVA

nAMD
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: B qB B gqi2 qi6 B q20 I q24°

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




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

100 -

ETDRS letters

Mean (+ SD) absolute
BCVA at Week 96,
s 5 &5 & 8

BL
Week 48

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

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

<278 um

279-343 pm

344-422 pm

nAMD

2423 pym

+4.8 (2.2, 7.4)

+6.3 (3.8, 8.8)

+6.9 (4.1, 9.7)

+10.4 (7.2, 13.6)

+3.1 (0.7, 5.4)

+4.2 (0.3, 8.0)

+5.2 (2.4, 8.1)

+9.3 (5.7, 12.9)

67.7 67.1

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

62.8 641 64.6
677 683 2.3

716 68.8

2q8 8q12  8ql16

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

652 646 623
f15 693 68.0

66.1 65.7

58.8 60.0

2g8  8q12  8ql16
(n=82) (n=90) (n=79)

502 605 609
676 659 67.1

2g8 8q12  8ql16
(n=84) (n=85) (n=85)

484 50.7 520
591 609 56.4



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

nAMD
<278 pm 279-343 pm 344422 pm 2423 pm
R ) | [__—32 (=45, —19) =79 (91, —66) 146 (-161, -132) =310 (=335, —285)
change from -49 (=58, —40) -80 (—94, —67) =143 (=157, —-128) =308 (—-335, —280)
BL at
Week 96 o
400
gg 234 228 230 236 AL 2
2 - 300 -
28
EE 200 -
J‘S’E 100 -
=
=° o .
2q8 a8q12 éq16 2q5 8q12 8q16 2q8 8q12 8q16 2q8 a8q12 8q16
(n=90) (n=80) (n=381) (n=79) (n=80) (n=91) (n=82) (n=90) (n=79) (n=84) (n=85) (n=85)
BL 239 242 239 312 309 309 376 379 381 547 541 b53
Week 48 210 194 198 246 231 225 240 238 238 250 249 247

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




Last assigned treatment intervals at Week 96
categorized by BL CRT

BL CRT categories

279-343 pm 2423 pm
(n=148) (n=148)

All patients receiving aflibercept 8 mg

Last assigned treatment interval: B g8 W q12 q16 I g20

Drata shown for patients who completed 96 weeks of treatment. Values may not add up to 100% due to rounding.
aPatients assigned to a 24-week dosing interval did not have enough time 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 CNV type T
Minimally classic Occult only Predominantly classic
M 95% ClI
BOVA (ETDRS +7.4 (3.2, 11.6) +6.6 (5.1, 8.1) +7.7 (4.1, 11.3)
letters) change +3.5 (—1.5, 8.5) +4.4 (2.5, 6.2) +9.4 (6.0, 12.8)
from BL at
Week 96
100 -
s 62.0 61.4 70.1 67.5 58.6 62.9
r=] E E 80 + ]
E 35 60 -
o=,
43 07
SHW 20 -
[Fas]
= 0 - . .
2q8 8q12 8q16 2q8 8q12 8q16 2q8 8q12 Gq16
(n=62) (n=57) (n=69) (n=196)  (n=202)  (n=189) (n=71) (n=71) (n=67)
BL 54.5 57.9 56.2 63.4 63.1 63.5 50.9 63.5 53.8
Week 48 61.0 60.6 62.5 706 68.4 68.8 60.1 63.9 60.2

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




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

S

300 -

200 -

100

Mean (X SD) absolute
CRT at Week 96, pm

L=

BL
Week 48

Minimally classic

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

Occult only

Predominantly classic

=190 (=222, -157)

-98 (—114, -83)

=204 (-240, -169)

=171 (=206, —=135)

=118 (-133, —103)

=196 (—231, —161)

227

209

2q8 8q12 8q16
(n=62)  (n=57) (n=69)

411 399 411
219 231 231

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

229 219

2q8 8q12 8q16
(n=196)  (n=202)  (n=189)

326 338 337
235 220 224

230 233

nAMD

2q8 8q12 8q16
(n=70)  (n=71) (n=6T)

434 428 423
252 250 237




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

nAMD
CNV type
Minimally classic Occult only Predominantly classic
(n=115) (n=334) {(n=118)

All patients receiving aflibercept 8 mg
Last assigned treatment interval: B q8 W q12 qlé | g20 | q24°

Drata shown for patients who completed 96 weeks of treatment. Values may not add up to 100% due to rounding.
apatients assigned to a 24-week dosing interval did not have enough time to complete the interval within the 26-week study period.




Mean (95%
CI) BCVA
(ETDRS
letters)

change from
BL at
Week 96

100 -

Mean (X SD) absolute
ETDRS letters
= = &5 & B

BCVA at Week 96,

BL
Week 48

BCVA outcomes with aflibercept 8 mg and 2 mg
at Week 96 are independent of baseline CNV size

<1.3 mm?

1.3—<4 mm?

4—<5 mm?2

25 mm?2

+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 69.8

2g8  8ql2  8q16
(n=30) (n=44) (n=47)

639 628 620
53 705 1.5

68.3 69.1

2g8 8q12  8ql16

(n=110) (n=93) (n=88)

600 611 61.2
68.7 70.0 68.5

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

67.7 66.9

62.8 61.7

|

2g8 8qi2  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 61.6




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

=
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=
[

BL
Week 48

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

<1.3 mm?

1.3—<4 mm?

4—<5 mm?2

25 mm?2

-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 9213

216 214

nAMD

2g8  8q12  8q16

(n=30) (n=44) (n=46)

360 352 372
244 256 241

2q8 8q12  8q16
(n=109) (n=93) (n=88)

368 384 367
242 237 233

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

28 8qi2  8q16
(n=28) (n=35) (n=39)

389 348 346
240 213 237

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

364 372 378
229 219 218




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

Baseline CNV size

<1.3 mm?2 1.3—<4 mm? 4—<5 mm?2 25 mm?
(n=81) (n=156) (n=63) (n=283)

All patients receiving aflibercept 8 mg
Last assigned treatment interval: B qb W q12 qlé B q20 B q24°

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




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

nAMD
Mean (95% CI) BCVA (ETDRS letters) and CRT (pm) change from BL at Week 96
Asian White Asian White
+7.5 (4.8, 10.3) +6.9 (5.3, 8.6) -144 (-176, -111) =138 (—154, -123)
+8.9 (5.1, 12.8) +4.4 (2.6, 6.1) =147 (=179, =113) =147 (-163, —132)
5
3100 66.7 66.6 400
22 5 R St 212 218 229 225
-§E : j_‘ “ ég 3% ]
58 EE 200
g 3
§= 20 - cp 100
£z £5
< 0- : 0 -
E 2086  B8g12 Bqlb 2q8 8g12 8ql6 28 8gl12 8qi16 2q8 8qg12 Bqlb6
(n=83) (n=T4) (n=T7) (n=249) (n=256) (n=260) (n=82) (n=74) (n=T7) (n=249) (n=256) (n=258)
BL b92 577 581 590 603 607 365 366 347 366 373 37T
Week 48 667 670 668 665 655 657 216 217 201 242 232 235

FAS, LOCF. Analyses were not adjusted for multiplicity or to sllow for differences im BL BCWA or CRT. Data are not reported for Black or African American patients due to 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 a8 B q12 qi6 Jj q20

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




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

Conclusions

nAMD
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 type and size, and race.

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

BL BCVA =54 BL BCVA 55—73 EL BCVA =74
m 0% m0l2 mql6 m q20 @ g24°

Week 96 BCVA outcomes according to BL BCVA Last assigned treatment interval according to BL BCVA2
|
|
l
100 77.1 T6.8 } BL BCVA =54 BL BCVA 55-T73 BL BCVA =74
70.6 69.1 : (n=166) (n=338) (n=79)
a0 { 53.0 529 I
[ |
] :
40 - I
|
20 - :
|
D - T T =
I
I
|
|
|
1

M 2q2 W 2q12 gq16

19

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




Thank you!

« The PULSAR study (NCT04423718) was sponsored by Bayer AG (Leverkusen, Germany) and
co-funded by Regeneron Pharmaceuticals, Inc. (Tarrytown, NY, USA). The sponsor participated in
the design and conduct of the study, analysis of the data, and preparation of this presentation

* Medical writing support, under the direction of the author, was provided by ApotheCom and funded
by Bayer Consumer Care AG (Basel, Switzerland), in accordance with Good Publication Practice
(GPP) guidelines (Ann Intern Med 2022;175:1298-1304)




	Slide Number 1
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Slide Number 19
	Slide Number 20

