Comparable efficacy with aflibercept 8 mg at extended dosing intervals beyond q16 versus 2 mg g8
in Asian patients with nAMD in PULSAR through Week 96
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CONCLUSIONS

PURPOSE RESULTS cont’d

In the PULSAR (NCT04423718) double-masked, 96-week, Phase 3 trial in patients with : : : ] .
neovascular age-related macular degeneration (NAMD), aflibercept 8 mg every 12 weeks Gu TQBLE,[ 1'. I?.asel:pﬂe] dzm_ograpglcs and disease @ ZIGURE;L Change in CRT through Week 96 for the In Asian patients with nAMD in the PULSAR
(8g12) and every 16 weeks (8q16) demonstrated non-inferior (NI) gains versus 1I[ Characteristics or the Aslan subgroup Slan subgroup tngl, robust BCVA gains were observed with
aflibercept 2 mg every 8 weeks (2g8) in best-corrected visual acuity (BCVA; NI margin of 208 A8 mg (A) afll_bercept 3912, 8916, qnd l2q8 at Week 438,
4 letters) from baseline at Week 48 (primary endpoint). Evaluation of the primary 83 — p—— -y 500 - Asian subgroup which were maintained through
endpoint in a subpopulation of Asian patients was pre-specified at Week 48 and 400 - W48 W60 W96 Week 96.
: . Age, years 70.7 (8.9) 71.5(7.3) 71.6 (8.1) 71.5(7.7) o= ) )
evaluated through Week 96 in a post-hoc analysis. = € 300 150 144 :
Female, % 31.3 35.1 23.4 29.1 22 3 N A robust and comparable decrease in CRT
_ - L ————5 . .
M ETHOD S BCVA, ETDRS letters 59.2 (14.1) 57.7 (13.9) 58.1 (12.2) 57.9 (13.0) & 200 N, N, - — from baseline was observed in all 3 treatment
CRT, um 365 (149) 366 (128) 347 (131) 356 (130) <O 400 - arms at Week 48, with minimal fluctuations
Patients were randomly assigned 1:1:1 to receive aflibercept 8q12, 8q16, or 298, each | CNV size, mm? 5.4 (4.6) 5.7 (4.9) 6.0 (5.1) 5.9 (5.0) 0 through Week 96.
after 3 monthly injections. Dosing intervals for patients in the aflibercept 8912 and 8qg16 PCV (confirmed by ICGA), % 48.2 39.2 36.4 37.7 0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 . L
—— _ — — Week With fewer injections on average compared
groups could be shortened from Week 16 and extended from Week 52 based on protocol  FAS. Data are mean (SD) unless otherwise indicated. CNV, choroidal neovascularization; ETDRS, Early Treatment Diabetic (B) o e ik aflibercept 2 mg over 2 years aflibercept
. . = . . Retinopathy Study; FAS, full analysis set; ICGA, indocyanine green angiography; PCV, polypoidal choroidal vasculopathy; SD, Asian subdadrou verall population y
criteria (Figure 1). Outcomes for Asian patients were assessed at Weeks 48, 60, and 96  _° "°PT W oY group | Pop _ 8 mg resulted in stabilized BCVA gains and
using a last observation carried forward (LOCF) approach. | | Mean £ SD change | Two-sided Mean  SD change | Two-sided .
At Week 48, BCVA gains from baseline were comparable across treatment groups and from BL to W96 95% Cl from BL to W96 95% CI robust decreases in CRT.
FIGURE 1: PULSAR dosing schedule and regimen maintained through Weeks 60 and 96 in the Asian SUbgFOUp (Flgure 3A) 298 (_83) ~144 £ 146 —176, 111 298 (n=336) 141 +£ 132 —1595, -126 At Week 96. 57% of Asian patients randomly
PP | _ | _ 8912 (n=74 -147 + 137 -179, -115 = _ ~161, - . ’ : p
modification in Years 1 and 2 From baseline to Week 96, mean change in CRT in the Asian subgroup was comparable 147+ 128 Llande s assigned to aflibercept 8q16 qualified for
YEAR 1 YEAR 2 across treatment groups (Figure 4A). 5916 (n=77) “140£ 125 BLEIUES  8916 (n=338) 149 £ 199 2100, 7 extension of the dosing interval to 20 weeks
. . | i i i issi ; i tivi or more, suggesting extended durability
Day Week Week These BCVA aains and CRT reductions were comparable to the overall PULSAR FAS, LOCF (last available observed value prior to ICE was used to impute missing data; ICE were handled according to sensitivity : .
1 [4]8[12]16]20[24]28]32[36[40[444852[ 56 [60[64] 68 [ 72 [76] 80 [84] 88 [ 92 [96| o)1) 1ation (Fig?Jres 3B and 4B) P estimand strategy for continuous endpaints). W, Week. compared with aflibercept 2 mg.
XiX| |X|o|X|o|X|o|X|o|X|o| X |o|X|o|X|o|X|o| X | o]|- ' _ _ _ _
XX o2 |Xa|lo|lo|Xa|o|o|X2|o|o|Xa®|o0o|o0o|X»| o | 0o |[X3| 0| o |Xab| — At Week 96, 90% (8q12) and 84% (8q16) of Asian patients were assigned dosing FIGURE 5: Patie_nts _in the Asian SUbgrOUp who quallfled for The Safety prOﬂ_le_Of aﬂlbercept 8 mg In Asian
X|[X] Jorfor|x*[ofofo|Xx[ofolo[X*]o]o] o [X*[o] o ]o|X*]o |-]| intervals 212 and 216 weeks, respectively (Figure 5); 55% of patients receiving 8 mg an extended dosing interval at Week 96 patients was similar to that of aflibercept 2
aDRM: Interval Shortening During Years 1 and 2 had treatment |nterva|8 eXtended tO 220 WeekS al’ld 330/0 tO 24 WeekS mg and to the Overa” PULSAR pOpU|at|0n
Criteria for interval shortening . . . Last assigned dosing interval®b-c Mean number of -
. >5.letter loss in BCVA compared with Week 12 due to persistent or worsening nAMD AND The safety profile of aflibercept 8q12 and 8q16 was comparable to 2g8 and consistent g g v In summary, aflibercept 8 mg demonstrated
« >25 um increase in CRT compared with Week 12, OR new foveal neovascularization, OR new foveal with the overall population (Table 2). 17 1 J CO_mparable BCVA gains at Week 48 Versus
hemorrhage o . _ | e 349 aflibercept 2 mg, and these gains were
- Patients who met DRM criteria had dosing intervals shortened to q8 at Weeks 16 and 20 or by 4-week Ocular treatmen_t-emergent_ adverse events (TEAES) occurring in 25% of patients in any Weeks | Weeks | Weeks maintained with fewer injections and no new
increments from Week 24 treatment arm in the Asian subgroup were increased intraocular pressure, retinal q24 0-48¢ | 0-60F | 0-96° safety signals through Week 96.
—_The minimum assigned dosing interval was g8 hemorrhage, cataract, conjunctival hemorrhage, dry eye, reduced visual acuity, and q20 19% 249, 570, 298 | 6.8 8 4 12 6
. LS .16 . . . . .
bDRM: Interval Extension During Year 2 COI’ljunCtIVItIS. mq12 ) 20204 8q12 57 0.6 04 Disclosures
?:i;elri?tfolrint?W;é\e/):enSion it Week 19 AND Three cases of intraocular inflammation (|O|) occurred in the Asian SUbgFOUp (Table 2) =a8 _;g‘f)ﬁ  84% 8916 48 58 7 8 XS: Consulting fees from Alcon, Allergan, Bayer, Innovent
e flid at the sonreal subfiold on OCT AND eye inflammation (2g8), iritis (8912), and endophthalmitis (298); none were considered i S 16 Biologics Inc, Chengdu Kanghong Biotech Inc., Novartis,
O Tigiat the central stbnetdon U1 a8« - d all 10| ild derate i it - 90% 1 =9 Roche, and Carl Zeiss Meditec Inc; SJC: Consulting fees
 No new foveal hemorrhage or foveal neovascularization Serious, and a Cases were miid or modaerate In severity. >q12 from Bayer and Roche; lecture fees from Alcon, Novartis
. Pati o S _ : : 4% dB h & Lomb; AS and TM: Empl fB AG,;
ﬁi’?:rr;t:nv::o met DRM criteria from Weeks 52 through 96 had dosing intervals extended by 4-week | FIGURE 3: Change in BCVA through Week 96 for the Asian —— T ;1& aneélusé(;_: Emglrgyees ofa%ayer Cog%f')nye?'eczre eR/gI: N
— The maximum assigned dosing interval was q24 (©) 3 SUbg roup 8q12 at BL (n=62) 816 at BL (n=68) Employee of Bayer Healthcare.
aDosing intervals were extended in Year 2 if patients had <5-letter loss in BCVA from Week 12 AND no fluid at the central retinal AND
A A AP Ny i ek st ek b ool | R Asian subgroup o ey aSp oo oo S oossesepd  S i s e e e ot are oam. | Acknowledgments
DRM, dose regimen modification; OCT, optical coherence tomography. | <% W60 W96 o ol within the 96-week study period “Patients completing Week 48. Asian subgroup: 28 n=74. 812 n=66, 816 n=71 Patients ~The PULSAR study was sponsored by Bayer AG
O 9 10 - +8.2 +7.5 completing Week 60. Asian subgroup: 2q8 n=73, 8912 n=66, 8q16 n=72. q12, every 12 weeks; 16, every 16 weeks; q20, every 20 (Leverkusen, Germany) and co-funded by Regeneron
m g +0.4 +8.9 weeks. Pharmaceuticals, Inc. (Tarrytown, NY, USA). The sponsor
RES U LTS =g —— participated in the design and conduct of the study, analysis
Qo B . . of the data, and preparation of this abstract. Medical writin
gE S ¢ TABLE 2: Ocular TEAEsSs in study eye through Week 96 in the support, under the direction of the author, was provided b?/
. : : _ _ < Asian subarou ApotheCom and funded by Bayer Consumer Care AG,
m EL(I.’;OLljlﬁEer?tC%ﬂr?p patients by Overall, 234 of the 1009 patients in ~ © ) @ Jroup Basel, Switzerland, in accordance with Good Publication
y the PULSAR study were identified 0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 ?E%%t'_ﬂesogpp) guidelines (AnnIntern Med 2022;175:
as Asian, enrolled mainly from Week Asian subgroup Overall population '
China, Japan, and Korea (Figure 2). (B) Asian subgroup Overall population _ _ 433
298 8912 8016 pAUR:: 208 8912 CTo G All 8
_ _ o _ _ Mean * SD change | Two-sided Mean £ SD change | Two-sided K - i e i : . - ot Scan the QR code to access all abstracts
42 2$h(lr?f1o1) » ;;p(?]rl o7 Dls_ease characteristics in Asian from BL to W96 95% ClI from BL to W96 95% ClI Any ocular 40 33 39 72 181 171 174 345 m presented at ARVO 2024
</ (N= = patients were generally balanced 298 (n=83) +7.5+£12.5 4.8,10.3 | |2q8 (n=336) +7.1+13.0 5.7,8.5 TEAE (48.2) (44.6) | (50.6) | (47.7) | (53.9) | (51.0) | (51.5) | (51.3)
across treatment groups (Table 1) +8.9+16.6 | 5.1,12.8 +5.5+ 14.9 3.9,7.1 Any 10} 204 | 10| 0 100|721 | 608 | 309 | 93| b ol 2t The Accociation for R N
and were similar to those of the : : : : : : : resented at The Association for Research in
Other Korea . 8916 (n=77 +7.2+10.5 48,96 | ELECAGGERE +5.4 £ 13.3 4.0,6.8 TEAE o
2.1% (n=5) 13.2% (n=31) overall PULSAR population (data ae 0 dibness) Vision and Ophthalmology (ARVO) 2024 Annual

t sh FAS, LOCF (last available observed value prior to ICE was used to impute missing data; ICE were handled according to sensitivity Data are from the safety analysis set. TEAEs are adverse events occurring from the first injection to 30 days after the last injection Meeting, Seattle, WA, USA, May 5-9, 2024
aOther comprised of USA (n=2), Australia (n=2), and Singapore (n=1). not shown). estimand strategy for continuous endpoints). BL, baseline; Cl, confidence interval; ICE, intercurrent event; W, Week. (active or sham); ocular TEAEs are those occurring in the study eye
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