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Two-year results from a global observational study investigating
proactive dosing regimens with intravitreal aflibercept in
neovascular age-related macular degeneration (nAMD) in routine
clinical practice: The XTEND study
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Introduction

of disease recurrence, whilst maintaining visual gains and reducing treatment burden

[ﬁ T&E is a proactive, individualized treatment regimen aiming to minimize the risk
@ associated with anti-VEGF therapy

XTEND? is an ongoing, 36-month, multicenter, observational, prospective study
recruiting patients from 127 sites in 17 countries

intravitreal aflibercept (IVT-AFL) treatment regimens (fixed dosing or T&E) in

Q The XTEND study is examining treatment outcomes of real-world proactive
treatment-naive patients with nAMD in routine clinical practice

This analysis presents the 2-year results of the XTEND study

aEvaluation of an eXtended and proacTive dosing regimEn in treatment-Naive patients with neovascular age-related macular Degeneration (nAMD). This study was initiated in May 2019 and data
collection will conclude in May 2023.
nAMD, neovascular age-related macular degeneration; T&E, treat-and-extend; VEGF, vascular endothelial growth factor.



XTEND (NCT03939767) observational, prospective study design

Primary endpoint: Mean change in BCVA (ETDRS letters) from baseline to Month 12

Secondary endpoints include: Mean change in BCVA from baseline to Month 24; mean change in CRT from baseline to
Month 24; mean number of IVT-AFL injections by Month 24; maintenance of vision at Months 24

Depending on the country, patients were treated following either the

4 N

EMA label: After three initial monthly injections, minimum interval of 8 weeks in Year 1

Treatment-naive )
patients with R
nAMD Non-EMA label: After three initial monthly injections, minimum interval of 4 weeks in Year 1
(aged =50 years) /

or

K IVT-AFL treatment intervals could be extended according to local protocols? /

Decision to treat with an IVT-AFL proactive regimen (fixed dosing or T&E) made by the investigator prior to enrollment. @Treatment intervals could be extended in 2- to 4-week increments up to a maximum of 12 or 16
weeks according to the local label.
BCVA, best-corrected visual acuity; CRT, central retinal thickness; EMA, European Medicines Agency; ETDRS, Early Treatment Diabetic Retinopathy Study.



Patient baseline demographics

EMA

. Total
label-aligned
g (N=1466)
UK (n=496)
SOE[?TffréZ:(li%) SIS,
Country (n) B Australia (n=60) Of the 1561 patients
Spain (69) Switzerland (n=51) enrolled in the XTEND
9 countries (n=<50)° study, 1466 patients
Age, years 78.348.6 80.2 8.3 78.7 48 5 comprised the FAS at
2 r
Female, n (%) 705 (61) 186 (62) 891 (61) years
Mean BVCA, .
ETDRS letters® 55.1 +19.8 51.6 +21.8 54.3 + 20.3 .In totgl, 393 patients
Mean CRT, pm® 378 +131 362 £107 374 126 _discontinued treatment,
BCVA letter score including 82 patients who
category, n (%) were lost to follow-up
<35 139 (11.9) 46 (15.3) 185 (12.6)
235 to <70 692 (59.4) 177 (58.8) 869 (59.3)
>70 334 (28.7) 78 (25.9) 412 (28.1)
Primary intended
treatment regimen after
initial monthly injections
Proactive T&E 999 (85.8) 284 (94.4) 1283 (87.5)
Proactive fixed treatment 166 (14.2) 17 (5.6) 183 (12.5)

FAS. Mean +SD unless otherwise stated. 2Argentina, Colombia, Denmark, Ireland, Italy, Mainland China, Norway, Sweden, and Thailand. PETDRS and Snellen chart with conversion to ETDRS were recommend to
measure BCVA.Spectral-domain and time-domain optical coherence tomography were used to measure CRT and results were interpreted at local sites.
FAS, full analysis set.



EMA label B

Change in BCVA and CRT from baseline to Month 24 Non-EA label =
90
600
5 80 I { [ R
270 T 1 597 . 587 T £ 500
© 55.1 : : 57.4 .. . 56.6 =
= 60 54.3 o 400 373 374
50
> o
8 40 % 300 271 267 264
£ 30 S 200
[42)
o 20 Q0
2 10 << 100
<
0 0
Baseline Month 12 Month 24 Baseline Month 12 Month 24
Mean (95% Cl) change in BCVA (letters) from BL to M12 and M24 Mean (95% Cl) change in CRT (um) from BL to M12 and M24
EMA label Total EMA label Total
(n=1163) (N=1466) (n=8942) (N=11672)
4.6 (3.6, 5.6) 3.4(1.5,5.2) 4.3 (3.4,5.3) -107 (-116,-98) -103 (—118,-86) —106 (—114, —99)
M24 23(1.2,34) 2.2 (0.1,4.3) 2.3(1.3,3.3) M24 -109 (-118,-110) -109 (-123,-96) -109 (-117,-102)

@ Similar improvements were reported in patients, regardless of the label type

FAS, LOCF. Data are mean £SD unless otherwise stated. Error bars denote SD. 2N numbers differ between change in CRT from BL to M12 and M24 and absolute CRT at M12 and M24 as some patients
did not have BL CRT values.
BL, baseline; CRT, central retinal thickness; LOCF, last observation carried forward; M, month.



Visual outcomes at 24 months

<® - 50% of patients gained

- 60 71 mEMA-aligned label (n=1165) Non-EMA aligned label (n=301)  mTotal (N=14606)
25 letters at 24 months
5

i
o

<® - 23% of patients gained
N >15 letters at 24 months

0,.50
34 54 34
29 55 29
232323 . %5

. _ 86% of patients ' | 19 1919
<®: maintained vision 14 1414

(lost <15 letters) at

24 months

0 .

Gain =25 Gain 210 Gain 215 Loss/gain Loss 25 Loss 210 Loss 215
letters letters letters <5 |etters letters letters letters

N
o

Proportion of patients (%)

FAS, LOCF.



Visual outcomes at 24 months

Mean change in BCVA over 24 months stratified by baseline visual acuity

<® _ Mean BCVA change at

- 20 - m EMA-aligned label: M12 = EMA-aligned label: M24
Months 12 and_ 24 WaS_ 17.2 Non-EMA-aligned label: M12 Non-EMA-aligned label: 24 months
highest in patients with a m ' = Total: M12 =Total: M24

. ) 15.1
baseline BCVA of 15 - a6
<35 letters < ® - 12.3
z O = =
- . . . ()] = =
<® = In patients with a baseline 2 4, — =
VA of 270 letters, BCVA 0% = =
- - c = =
was maintained 8= — —
270 letters Og S = =
7 = ==
= : : = — —
<® - The proportion of patients 8 = =
with =70 letters increased 0 — —
from 28% at baseline to
42% at M24 5
l n=139 n=46 n:185J '. n=692 n=177 n=869 J n=334 n=78 n=412
\ )
I 1 |
Baseline VA: <35 letters 35-69 letters =270 letters

FAS, LOCF.
VA, visual acuity.



Treatment exposure

m EMA-aligned Non-EMA-aligned mTotal

60 Mean £SD number of injections from BL to M12 and M242
9 51 52
E EMA label Total
5 4 38 38 (n=1165) (N=1466)
®
(o
© M12 7.4 £2.6 8.6 £2.8 7.7 £2.7
S
= 20 16 15 M24 10.5 4.9 12.0 £5.2 10.8 £5.0
3
o The majority of IVT-AFL injections were
0 received by M12, with a mean of
=10 weeks =12 weeks =16 weeks 3.1 injections from M12 to M24 in the
Length of the last completed treatment interval at M24 overall cohort
: ’ L
Most patients (88%) were Planned treatment interval %Qr?]ngaeslgiﬁg}(?linazzda%dm (I\(/:Iizﬁﬂjdsa[)stldrgs smbgi\L/Jvdeyen
scheduled fo be treated extensions were capped injection numbere were first injection and last visit
according to a T&E in some countries due t_ob comparable in ‘pre-COVID’ documented) was
Losingregimen L2 SOV L) [Pemie e and ‘during COVID’ groups 20.01+5.9 months

alnjections up to 420 days (12 months). °The COVID-19 pandemic began after study initiation (First Patient First Visit: May 15, 2019). National guidance during the pandemic was a strong modulator of treatment interval extension. Fixed
treatment intervals of 8 weeks in the UK, and the minimum effective interval in France, were recommended. “Mean [95% CI] BCVA change from BL to M24 in the ‘pre-COVID’ (n= 271) and ‘during COVID’ (n=1195) group were +1.7 [-0.3,
3.6] letters and +2.4 [1.3, 3.6] letters respectively. IMean +SD CRT change at M24 in the ‘pre-COVID’ (n= 179) and ‘during COVID’ group (n=949) were —107 +123 ym and -109 +132 um respectively. ®Mean number of injections at M24
for the ‘pre-COVID’ (n=271) and ‘during COVID’ (n=1195) were 10.944.8 and 10.9+5.0, respectively. COVID-19, Coronavirus Disease 2019.



Safety summary

Number of patients (%) E(f:;';;?

Total
(N=1550)

Any TEAEs 384 (31) 80 (24) 464 (30)

Any ocular 271 (22) 54 (16) 325 (21)

Any non-ocular 178 (15) 38 (12) 216 (14)

Any serious TEAEs 133 (11) 23 (7) 156 (10)

Any serious ocular 39 (3) 2 (<1) 41 (3)

Any serious non-ocular 97 (8) 22 (7) 119 (8)

Any serious drug-related TEAEs 12 (1) 1 (<1) 13 (<1)

Any serious drug-related ocular? 8 (<1) 0 8 (<1)

Any serious drug-related non-ocular 4 (<1) 1(<1) 5 (<1)

For the total popula%r both eyes, 17 (1%) No cases of retinal vasculitis, retinal No new oculgety concerns
cases of IOl were reported, including three occlusive vasculitis, or retinal artery were identified

cases of endophthalmitis and one case of occlusion were reported

bacterial endophthalmitis® in study eyes

aSerious drug-related ocular TEAEs: Anterior chamber inflammation, bacterial endophthalmitis, injection site inflammation, lid sulcus deepened, retinal pigment epithelial tear and rhegmatogenous retinal
detachment (all n=1), and endophthalmitis (n=2). PPer 15,875 injections in the study eye (approximately one case per 5292 patients).
101, intraocular inflammation; TEAE, treatment-emergent adverse event.



Conclusions

Treatment-naive patients with nAMD proactively treated with either IVT-AFL label type
achieved clinically relevant improvements in BCVA and CRT and extended
treatment intervals after 24 months

Functional and anatomic improvements were achieved within the first 12 months of
treatment and were generally maintained across 24 months even in the setting of the
COVID pandemic

The safety profile of IVT-AFL was consistent with previous studies, and no cases
of retinal vasculitis, retinal occlusive vasculitis, or retinal artery occlusion were reported

The study is ongoing, with the 36-month analysis planned for 2024



Thank you to all XTEND patients and investigators

For more information, please contact:

Clare Bailey
Clare.Bailey@uhbw.nhs.uk
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