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ABSTRACT

Introduction: This multicenter, longitudinal,
observational real-world study evaluated the
efficacy and safety of switching to intravitreal
aflibercept 8 mg (Afl 8) in pretreated eyes with
neovascular age-related macular degeneration
(nAMD) within the Swiss Retina Research Net-
work. A total of 283 eyes from 245 patients
previously treated with other anti-vascular
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endothelial growth factor (anti-VEGF) agents
(aflibercept 2 mg, faricimab, and ranibizumab)
were included, with 1-year efficacy outcomes
analyzed in 246 eyes and safety assessed in all
treated eyes.

Methods: We recorded demographics, base-
line functional and anatomical parameters—
including spectacle-corrected visual acuity
(VA) and optical coherence tomography (OCT)
data—treatment history and outcomes over
12 months after switching to Afl 8. The main
outcome measures were change in VA, central
subfield thickness (CST), presence of intra- and
subretinal fluid (IRF/SRF) and pigment epithe-
lial detachment (PED), treatment intervals, and
adverse events.

Results: Twelve months after the switch to Afl
8, mean VA remained stable, while mean CST
decreased from 329.1 to 302.8 ym (p<0.001).
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The portion of eyes without retinal fluid
increased from 29.9% at baseline to 47.5%
after 12 months. In parallel, the mean treat-
ment interval was extended by 32.3% from
7.1 to 9.4 weeks (p<0.001). At 1 year, 35.4%
of eyes reached intervals of 8-11 weeks, while
20.2% achieved intervals of 12 weeks or longer.
Intraocular inflammation was reported in 11
cases (3.9%).

Conclusions: In pretreated nAMD eyes with
high treatment demand, switching to Afl 8
resulted in a significant anatomical improve-
ment and longer treatment intervals in a major-
ity of patients. These real-world results highlight
the therapeutic potential of Afl 8, with no new
or unexpected safety issues.

Keywords: Aflibercept; Anti-VEGF; Switcher;
Age-related macular degeneration; Retina; Swiss
Retina Research Network; Real-world
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Key Summary Points

Why carry out this study?

Neovascular age-related macular degenera-
tion (MAMD) often requires long-term, inten-
sive anti-vascular endothelial growth factor
(anti-VEGF) therapy, and many pretreated
patients continue to show persistent or recur-
rent retinal fluid with high treatment burden
in clinical practice.

Aflibercept 8 mg was designed to provide
stronger and more durable VEGF suppres-
sion than other agents, potentially improv-
ing anatomic outcomes and enabling longer
treatment intervals. However, evidence in
heavily pretreated, real-world nAMD popula-
tions is still limited.

This multicenter, longitudinal, observational
study within the Swiss Retina Research
Network therefore evaluated 1-year efficacy,
durability, and safety after switching pre-
treated nAMD eyes from other anti-VEGF
agents to aflibercept 8 mg in routine clinical
practice.

What was learned from the study?

Switching to intravitreal aflibercept 8 mg in
previously treated nAMD resulted in anatom-
ical improvement and extended treatment
intervals, while maintaining visual acuity
and showing no new safety concerns.

Central subfield thickness decreased signifi-
cantly, with a substantial increase in eyes
achieving complete retinal fluid resolution at
12 months.

Treatment burden was reduced, with over
half of eyes achieving > 8-week dosing inter-
vals and a favorable safety profile main-
tained.
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Department of Surgical Sciences, University
of Torino, Turin, Italy
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INTRODUCTION

Age-related macular degeneration (AMD) is a
disease of the central retina characterized by
irreversible and progressive destruction of the
outer retinal layers. Advanced stages includ-
ing neovascular AMD (nAMD) and geographic
atrophy (GA) are associated with substantial
and progressive visual impairment [1-3]. Given
the demographic shift towards aging popula-
tions, the global prevalence of AMD is expected
to increase, reaching 20% in certain regions by
2050 [4]. Intravitreal administration of anti-
vascular endothelial growth factor (anti-VEGF)
treatment is the only therapy demonstrated to
prevent vision loss and to stabilize nAMD [1],
but the treatment burden associated with this
method still represents an unmet medical need
limiting long-term functional outcomes for
affected patients [5-7].

In large randomized clinical trials (CANDELA
and PULSAR), high-dose aflibercept (8 mg; Afl
8) demonstrated superior drying potential and
a more durable effect than the marketed com-
parator drug aflibercept 2 mg, without increased
safety signals [8, 9], resulting in its approval by
the US Food and Drug Administration (FDA),
European Medicines Agency (EMA), and Swiss-
Medic in 2024, enabling treatment intervals of
16 weeks or greater after disease stabilization
[10].

While the PULSAR-3 study demonstrated that
Afl 8 may reduce the treatment burden for both
patients and healthcare systems, the generaliz-
ability of these findings to real-world clinical
practice remains limited. The trial enrolled a
selective patient population—only treatment-
naive patients with baseline visual acuity
between 78 and 24 letters (best-corrected visual
acuity [BCVA])—and excluded those with signifi-
cant comorbid conditions. Moreover, an initial
fixed-dosing regimen, followed by interval adap-
tation based on prespecified activity and inactiv-
ity criteria, was adopted under close monitoring,
which may not adequately mirror the proactive,
adaptive approaches often implemented in real-
world settings. In light of these limitations of
the PULSAR-3 study, real-world data are of high
interest for evaluating the efficacy, durability,

and safety of Afl 8 in a more complex and less
controlled real-world situation. Thus, it is of par-
ticular importance to determine how effectively
the new agent performs in this context in a real-
world population.

To date, only limited real-world data are
available on Afl 8 in nAMD, with most studies
reporting small sample sizes and short obsez-
vation periods. Existing data originate mainly
from the United States [11, 12], where the largest
series included 219 eyes after an average follow-
up of 22.9 weeks [11]. European studies have
primarily reported early anatomical and func-
tional outcomes, with follow-up ranging from
3 to 6 months and typically involving small or
single-center cohorts (United Kingdom n=359,
Germany n=_83, Switzerland n=10) [13-15].
Moreover, real-world case series frequently
report on mixed populations or treatment-naive
eyes, limiting their applicability to pretreated
patients with high treatment demand. Moreo-
ver, early post-marketing experience indicates an
increased incidence of intraocular inflammation
(IOI) under Afl 8, which might limit its clinical
application [16-18].

The aim of this study was to evaluate the
1-year efficacy and safety of switching to intra-
vitreal Afl 8 in a Swiss multicenter real-world
cohort of pretreated patients with nAMD within
the Swiss Retina Research Network (SRRN).

METHODS

This was a national multicenter project with
a longitudinal and retrospective observational
non-comparative design by the SRRN, including
11 retina clinics in Switzerland (Berner Augenk-
linik, Bern; Swiss Visio Retina Research Center,
Lausanne; Jules Gonin Eye Hospital, University
Hospital Lausanne, Lausanne; University Hos-
pital Basel, Basel; Vista Augenklinik Binningen,
Binningen; Talacker Augen Zentrum Ziirich,
Zirich; Istituto Neuroscienze cliniche della
Svizzera Italiana [INSI], Ente Ospedaliero Can-
tonale [EOC] Lugano, Switzerland; Augenarzt
Praxisgemeinschaft Gutblick, Pfaffikon, Switzer-
land; Stadtspital Ziirich, Ziirich; Pallas Kliniken,
Olten; University Hospital Ziirich, Ziirich).
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The study was approved by the Swiss Ethics
Committee of the canton of Berne (registra-
tion/BASEC no. 2024-01026) based on the gen-
eral consent of all included patients to use their
anonymized data for this analysis. Moreover, the
study adhered to the International Council for
Harmonisation E6 Good Clinical Practice Guide-
line, the Declaration of HelsinKki in its latest ver-
sion, and federal laws.

All patients presented with active nAMD
requiring frequent intravitreal anti-VEGF ther-
apy with aflibercept 2 mg, faricimab, or ranibi-
zumab following a treat-and-extend (T&E) pro-
tocol. The inclusion period ranged from April 1,
2024, to August 31, 2024, during which patients
were switched to Afl 8. To be included, patients
were required to have a minimum follow-up of
11 months after the first Afl 8. Both eyes were
included if both met the inclusion criteria for
this study, i.e., a Snellen BCVA at or above 0.1
at the time of diagnosis. All eligible eyes were
consecutively included within each participating
center during the inclusion period.

Exclusion criteria were subretinal bleeding > 1
optic nerve head (ONH) diameter at diagno-
sis, pretreatment with photodynamic therapy
(PDT), or any opacification in the optic axis with
relevance for visual function prohibiting ocu-
lar imaging and fundoscopy. Patients with any
preexisting structural damage to the macula for
any other reason without functional potential
or any systemic comorbidities interfering with
the treatment outcomes, namely any local or
systemic rheumatoid diseases and/or vasculitis
requiring treatment, were excluded from the
study. Patients who discontinued Afl 8 before
12 months—due to adverse events, switching
therapy, or other reasons—remained included
for the duration of their treatment; their data
were incorporated up to the time of discontinua-
tion. If patients underwent cataract surgery dur-
ing the study period, BCVA data were censored
to minimize an inherent bias. Any other intraoc-
ular surgery or laser treatment within 3 months
prior to inclusion in the study was an exclusion
criterion, except YAG laser capsulotomy.

All patients were treated using a T&E regimen
beginning with the last pre-switch interval but
without a formal loading phase after switch.
Treatment intervals were extended or shortened

based on disease activity, guided primarily by
OCT findings, with adjustments generally made
in 2-week increments at the discretion of the
treating physician. The same physician applied a
consistent T&E protocol before and after switch-
ing, and the principles did not differ between
anti-VEGF agents. In this context, disease activ-
ity was defined based on the presence of intra-
and subretinal fluid (IRF/SRF) and dynamics of
pigment epithelial detachment (PED). If retinal
fluid was newly observed within the central
6 mm circle of the ETDRS (Early Treatment Dia-
betic Retinopathy Study) grid, or if fluid at any
location increased, disease activity was assumed
and the treatment interval adopted accordingly.

Data were extracted from the electronic
medical records. Chronological dates of inter-
est were the time of diagnosis and start of anti-
VEGF therapy, after 3 months, 6 months before
switching to Afl 8, the last anti-VEGF injection
before switch, switch to Afl 8, and 1, 3, 6, and
12 months after switching to Afl 8. Baseline
measurements were defined as those obtained at
the time of switch, corresponding to the visit of
the first Afl 8 injection. VA and OCT parameters
were recorded immediately before this injection.
A minimum of three injections with another
anti-VEGF agent prior to switch to Afl 8 was
required for an eye to be defined as pretreated.

We collected Snellen refracted VA, intraocular
pressure (IOP) and the following OCT param-
eters: central subfield thickness (CST), presence
of IRF, SRF, and PED within a macular radius of 1
and 6 mm as defined by the ETDRS grid in OCT,
macular atrophy and macular neovasculariza-
tion (MNV) lesion type. For statistical reasons,
VA was converted from Snellen VA to ETDRS let-
ters, with a Snellen VA of 1.0 corresponding to
85 ETDRS letters.

Primary outcomes were change in VA and CST
over time as well as change in injection inter-
vals from the switch to Afl 8 to the last injection
12 months after. Secondary outcomes included
change in fluid dynamics between switch and 1,
3, 6, and 12 months thereafter as well as adverse
events.

Data were analyzed using IBM SPSS version
27 software (IBM Corp., Armonk, NY, USA) and
R (version 3.2.4; R: A language and environ-
ment for statistical computing, R Foundation for
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Statistical Computing, Vienna, Austria, 2016).
We used descriptive statistics and non-paramet-
ric tests for the analysis, since the Shapiro-Wilk
test revealed that the data were not normally
distributed. Data are presented as mean +stand-
ard deviation (SD), median, and interquartile
ranges (IQR: 25-75%). The Wilcoxon signed-
rank test was applied for paired data and the
Friedman test for repeated measures. Compari-
sons in subgroup analyses were made with the
Mann-Whitney U test. Results of regression
analyses are presented as follows: r (degrees of
freedom) =the r statistic, p=p value. Missing
values were not substituted or imputed; analy-
ses were conducted on the available cases only.
Safety was evaluated using descriptive sum-
maries of both ocular and non-ocular adverse
events, including death, up to the conclusion
of the study. Statistical significance was defined
as a p value<0.0S.

RESULTS

Demographics

A total of 283 eyes from 245 pretreated patients
with active nAMD were included in the analysis.
Patients who started Afl 8 treatment after August
2024 were not part of the primary analysis popu-
lation. Among the included eyes, 246 completed
at least 12+ 1 months of follow-up and were ana-
lyzed for the primary efficacy outcome (Fig. 1),
while all 283 eyes were included in the safety
analysis. A total of 38 patients (15.5%) had both
eyes treated. Demographic and baseline data are
presented in Table 1.

Injections

The mean number of injections prior to switch
was 33.0+27.6, and the mean treatment

486 eyes screened

203 eyes excluded

- 104 follow-up of markedly less than 12 months
- 55 refusal to consent to use of patient’'s coded data

- 9 subretinal bleeding > 1 ONH diameter at diagnosis

- 5 preexisiting structural damage without functional potential
- 2 systemic co-morbidities

- 2 intraocular surgery within 3 months prior to inclusion

- 13 other reason (e. g. lost to follow-up, patient’s death, etc.)

- 13 Snellen best-corrected visual acuity below 0.1 at diagnosis &

A

4

283 eyes

included

A

37 eyes did not fully reach
12-month follow-up:
included in interim assessments but
omitted from final 12-month outcome
evaluation

246 eyes included
in 12-month
analysis

Fig. 1 Inclusion and exclusion flow diagram with overview of exclusion reasons. ONH: optic nerve head
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Table 1 Bascline and demographic data of the study population (7 =283)

Patient demographics

Number %
Total eyes (patients) 283 (245)
Sex 339
Male 83 66.1
Female 162
Median [IQR]
Age (years) 81.0 [77.0, 86.0]

Baseline clinical features

Mean treatment duration until switch (in years) (mean + standard deviation,
median, IQR)

Last medication injected before switch
Aflibercept 2 mg
Faricimab
Ranibizumab
Reason for switch
Persistent activity on Q4W
Fluid recurrence on extension
Switch with aim to extend despite sufficient response
Other (treatment reuptake, pausc)
Mean treatment interval before switch
MNV type
Type 1
Type 2
Type 1/2, mixed
Type 3
PCV
Macular atrophy at switch
BCVA (ETDRS)
Central retinal thickness (um)
Presence of PED
Maximal PED height in the central 3 mm (um)
Presence of macular fluid
Subretinal

Intraretinal

Both SRF/IRF

41+3.2(3.3,1.5-5.8)

199 (70.3%)
73 (25.8%)

11 (3.9%)

131 (46.3%)
91 (32.2%)
57 (20.1%)
3 (1.4%)

7.1£2.7 (69,5.0-8.0)

167 (59.0%)

45 (15.9%)

15 (5.3%)

18 (6.4%)

10 (3.5%)

92 (45.1%)

69.5+15.7 (75.0, 65.1-80.2)
314.5+120.6 (291.0, 233.0-366.0)
148 (72.5%)

20104 123.0 (161.0, 113.0-242.0)
197 (70.1%)

113 (40.2%)

61 (21.7%)
23 (8.2%)

BCVA best-corrected visual acuity, ETDRS Early Treatment of Diabetic Retinopathy Severity score, IQR interquartile range,
IRF intraretinal fluid, PED pigment epithelium detachment, MNV macular neovascularization, PCV polypoidal choroidal

vasculopathy, Q4JV every 4 weeks, SRF subretinal fluid

A\ Adis



Ophthalmol Ther

duration before switch was 4.1+ 3.2 years. Pre-
switch treatment included aflibercept 2 mg
(70.3%), faricimab (25.8%), and ranibizumab
(3.9%). The most common reasons for switch
to Afl 8 were (1) “poor responders” to previous
anti-VEGF therapy (46.3%), defined as persistent
IRF or SRF despite monthly injections; (2) “fre-
quent flyers,” defined as recurrence of fluid at
treatment intervals <8 weeks despite repeated
extension attempts (32.5%); and (3) switch with
the attempt of achieving longer treatment inter-
vals despite anatomical response and treatment
intervals of more than 8 weeks (20.5%).

Primary Outcomes

VA in ETDRS letters remained stable from the
time point of switch to 12 months (at switch
69.5+15.7, median 75.0, IQR: 65.1-80.2;
12 months after switch 69.1+16.0, median 73.9,
IQR: 65.1-80.2; change of 0.3£10.2 ETDRS let-
ters, p=0.58 (Fig. 2A).

CST in pm was reduced significantly from the
time point of switch to 12 months (at switch
329.1+91.3, median: 308.0, IQR: 271.0-363.0;
12 months after switch 302.8+85.1, median
287.0, IQR: 248.3-330.8; change of 22.0+£75.6
CST in pm, p<0.001 (Fig. 2B).

At switch, 84 eyes (29.9%) showed no reti-
nal fluid in the foveal 1 mm zone. A total of
134 (50.6%) were completely dry 1 month after
the first Afl 8 injection. After 12 months of Afl
8 therapy, no retinal fluid was present in the
foveal 1 mm in 114 eyes (47.5%) (Fig. 3).

Treatment interval improved significantly
after the switch: The last interval prior to the
switch was 7.1+2.7 weeks, which improved to
9.4 weeks+ 5.6 after 12 months (p<0.001). At
the time of switch, 42 (14.8%) eyes required
injections every 4 weeks, whereas 12 months
after switching to Afl 8, only 19 eyes (6.7%) still
required 4-week intervals.

Subgroup comparison based on prior anti-
VEGF agent:

Among the 283 included eyes, 199 had
received aflibercept 2 mg and 73 faricimab as
their last treatment before switching. Within
these groups, 89 versus 40 eyes were classified

ETDRS letter count ©
~
3
%
i
%
%
Z
~5
%,
//
%
%
e

Fig.2 A, B Changes in mean best-corrected visual acu-
ity (BCVA) (A) and central subfield thickness (CST) (B)
from baseline of anti-VEGF therapy to 12-month follow-
up. After treatment with aflibercept 8 mg, a significant
change in CST (B) at 12 months is observed, while BCVA

does not show a significant difference from switch

as poor responders, respectively. Given these
subgroup sizes, comparative analysis was feasible
only for poor responders. Eyes last treated with
faricimab had a significantly longer pre-switch
treatment duration (5.4%2.7 vs. 3.3£3.1 years;
p<0.001). During the first year after switching
to Afl 8, they required more injections (9.6+1.7
vs. 8.3+1.9; p<0.001) and remained on shorter
intervals (7.0+3.8 vs. 8.7+4.9 weeks; p=0.012).
A dry macula at 1 year was achieved more fre-
quently in the aflibercept 2 mg subgroup (44.1%
vs. 25%).

Secondary Outcomes:

Adverse events were observed in 14 eyes
(4.9%) following the switch to Afl 8 (see Table 2).
Among these, 11 eyes (3.9%) developed 10I,
manifesting as anterior or intermediate uvei-
tis. One case occurred after the first Afl 8 injec-
tion. Five cases developed 3-4 months after the
switch; all five eyes had received three injec-
tions before the event. Three additional 101
cases occurred within the first 6 months, after
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90
80
70
60
50

% of eyes

o O O

at switch after 1IVT

mdry OSRFonly
Fig. 3 Macular fluid status at switch, after the first afliber-

cept 8 mg injection, and after 6 and 12 months. The pro-
portion of eyes displaying a dry macula on optical coher-

Table2 Adverse events following switch to aflibercept
8 mg treatment (7 =283)

Adverse event Cases (1, %)

Intraocular inflammation 11(3.9%)
Intraocular pressure elevation 2(0.7%)
Retinal pigment epithelium tear 1(0.4%)

six injections in one eye and after five injections
in the other two. The remaining two IOI cases
presented within the first year, after 11 and 8
injections, respectively. All cases recovered fully
under topical therapy. Seven cases switched to
aflibercept 2 mg and three cases to faricimab,
while one case remained on Afl 8. No instances
of vasculitis were reported. Elevated intraocu-
lar pressure was observed in two patients, with
one case requiring paracentesis to achieve pres-
sure control. Additionally, one case of retinal
pigment epithelial (RPE) tear was documented
after the first Afl 8 injection. In all three cases,
treatment with Afl 8 was continued.

During the 12-month follow-up, 40 eyes
(14.1%) discontinued treatment with Afl 8.
Of these, 33 eyes (82.5%) were switched to
another anti-VEGF agent, including faricimab
(n=21, 63.6%), aflibercept 2 mg (n=8, 24.2%),

b b b

6 months 12 months

IRFonly mboth SRF and IRF

ence tomography increases markedly over time, from
29.9% at switch to 47.5% at 12 months. JRF intraretinal
fluid, SRF subretinal fluid

and ranibizumab (n=4, 12.1%). Thirteen cases
(39.4%) were switched because of adverse events
in the study eye, 15 (45.5%) because of insuffi-
cient response, three (9.1%) because of patients’
own wish to switch, and two (6.1%) due to an
adverse event (AE) in the fellow eye. In five eyes
(12.5%), therapy was stopped completely, while
in two additional eyes (5.0%), discontinuation
was related to patient health issues.

DISCUSSION

In this multicenter, real-world cohort of pre-
treated patients with nAMD, we report the ana-
tomical and functional outcomes following a
switch to Afl 8 over a 12-month period. To date,
only limited real-world data are available for Afl
8 in nAMD, with most studies reporting small
patient numbers and observation periods of
maximally 6 months [10-14]. Registration trials
such as PULSAR exclusively enrolled treatment-
naive patients, a group not fully representative
of those treated in routine clinical practice [9].
In clinical practice, in contrast, newly approved
anti-VEGF agents are first offered to patients
with a treatment history of persistent or fre-
quently recurring disease activity, highlighting
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the importance of real-world evidence for assess-
ing their efficacy and safety in clinical routine
[19]. With the aim of narrowing this gap, the
cohort of pretreated patients with nAMD in this
study reports outcomes in eyes incompletely
responsive to previous therapy. The principal
motivation for switching in this context is to
enhance disease control and alleviate the treat-
ment burden. Indeed, switching to Afl 8 resulted
in improved control of disease activity and
reduced treatment demand in these challenging
cases without relevantly compromising safety.
Our data demonstrate that switching to Afl 8
can achieve relevant anatomical improvement,
with a mean CST reduction of 22+75.6 pm after
1 year. While this reduction is notable, it is dis-
tinctly smaller than the CST decreases reported
in the PULSAR trial (mean CST change: 142 pm
for q12 [every 12 weeks] dosing and 147 pm
for q16 dosing at week 48) [9]. This difference
is clearly attributable to the effect of pretreat-
ment in our cohort, the proactive T&E treatment
approach, and eyes being less responsive to anti-
VEGF treatment. Supporting this, the PULSAR
extension trial found that patients who switched
from 2 to 8 mg aflibercept at week 96 showed
an additional CRT decrease of only 10 pm up
to week 156 [20]. Comparison with early real-
world data reveals a consistent pattern regard-
ing anatomical outcomes after switching to Afl
8. Bala et al. conducted a large single-center US
study (n=219, pretreated 209) and observed a
nonsignificant CST decrease of 6.4 pm after a
follow-up of 22.9 weeks (p=0.356), reflecting sta-
bilization rather than substantial improvement
in a heavily pretreated cohort [11]. Similarly, a
UK study with 59 pretreated eyes found no sig-
nificant CST change over 33.5 weeks, although a
significant reduction in PED height was reported
[13]. Sambhara et al. reported a significant aver-
age CST decrease of 39.4 pym over 6 months
(21.5 pm for pretreated eyes), in close agreement
with our own results at this time point [12].
Another case series noted significant reductions
in both PED height and CST after three injec-
tions (follow-up: 4 weeks post-loading), but 10
out of 61 patients were treatment-naive, which
influenced the magnitude of the response [14].
Two artificial intelligence (Al)-based studies in
treatment-naive patients reported significant

early anatomical improvements following Afl 8
treatment. In one small study (n=10), mean CST
reductions of 87 ym and 96 pm were observed
after 1 and 3 months, respectively [15]. Simi-
larly, in a larger cohort from Lausanne (n=51),
mean CST decreased significantly by approxi-
mately 108 ym at month 6 [21], consistent with
the PULSAR findings.

Together, these real-world studies consistently
show that significant structural improvements
under Afl 8 are more pronounced in treatment-
naive eyes, while those with prior anti-VEGF
exposure, and hence longer disease activity,
tend to stabilize or only modestly improve in
CST and related metrics. In real life, the balance
between optimizing the response to treatment
and treatment burden typically drives thera-
peutic decisions, i.e., the change in treatment
intervals following a T&E protocol. Given that
functional gains are typically widely limited in
pretreated eyes, the chance for interval exten-
sion was preferred to a potential anatomical
improvement in our cohort. Consequently, the
anatomical response in our cohort was accom-
panied by substantial extension of treatment
intervals, increasing from 7.1 to 9.4 weeks on
average from switch to 12 months. Musadiq
et al. similarly observed a significant extension
of the mean treatment interval in a cohort of
59 pretreated patients, from 7.7 to 8.7 weeks
over a mean follow-up of 33.5 weeks [15]. The
interplay between longer dosing intervals and
fewer injections marked a significant relief in
treatment burden, mirroring the promising
durability and flexibility of Afl 8 observed in
PULSAR, where 83% of patients maintained
intervals of >12 weeks at week 48 [9]. In con-
trast, Bala et al. reported that a considerable
proportion of patients (46.6%) were unable to
extend treatment intervals to>8 weeks due to
persistent macular fluid; the average follow-up
period in that cohort was 22.9 weeks [11]. In our
cohort, only 20.2% of patients achieved treat-
ment intervals of >12 weeks at the 1-year mark,
while 44.4% remained on intervals <8 weeks,
and 35.4% were maintained between 8 and
11 weeks (n=243 with available data) (Fig. 4).
These proportions closely mirror those reported
by Bala et al. [11]. This variation in treatment
response across studies can be largely attributed
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Fig. 4 Distribution of treatment intervals 12 months after
treatment with aflibercept 8 mg

to differences in treatment protocols and patient
management approaches. Unlike the fixed and
protocol-driven regimens employed in pivotal
trials, where patients typically received three
loading doses followed by mandated extension
intervals (12 or 16 weeks) and therefore a set
number of injections—around six in the first
year—real-world practice in switchers is charac-
terized by individualized treatment adaptation.

In our study, the last treatment inter-
val was 7.1+2.7 weeks prior to switch and
9.4 weeks+5.6 after 12 months, indicating a
more flexible and individualized treatment
approach. This contrasts with the more relaxed
protocols often applied in real-world studies,
where injection frequencies are typically lower
than in randomized controlled trials [22]. The
proactive strategy used here aimed to maximize
visual performance under a T&E protocol. A
central methodological consideration affects
the evaluation of disease activity: While pivotal
phase 3 trials tend to rely on fluid status assessed
exclusively within the central foveal 1 mm in
combination with a functional improvement/
stability and decline [8, 9], ophthalmologists
in real-world environments typically do not
pay maximal attention to the disease-inherent
changes in BCVA but review the entire macular

OCT scan and also intervene early if fluid is pre-
sent outside the central foveal mm [23]. This
broader perspective on anatomical changes can
lead to quicker reinjection and thus shorter
interval extensions relative to standardized
trial protocols. Additionally, real-world cohorts
include all patients with nAMD, namely those
with more complex or refractory disease profiles
compared to the highly selected populations in
randomized trials, resulting in generally shorter
achievable treatment intervals. In clinical prac-
tice, adherence to therapy and follow-up can
be more variable in routine practice, and con-
current comorbidities may complicate disease
management, both factors contributing to less
optimal treatment results in real-world settings
[19]. As short treatment intervals (<8 weeks)
were frequently applied in this cohort, it should
be acknowledged that reimbursement policies
and healthcare system constraints vary across
countries, which may affect the generalizability
of these findings.

In contrast to the PULSAR trial, which
reported a gain in visual acuity (+6.7 for q12 and
+6.2 for q16 at week 48) [9], our real-world pop-
ulation did not experience a significant improve-
ment in BCVA after 1 year of Afl 8. The absence
of relevant visual acuity gains in our cohort—as
outlined above—is linked to the pretreated sta-
tus and extended disease duration of eyes in our
cohort, which is often associated with advanced
structural changes such as macular atrophy and
fibrosis [24]. Additionally, the higher baseline VA
in our population (68.2 letters) relative to PUL-
SAR (59.6 letters) may have introduced a ceiling
effect, further explaining the limited functional
gains after switching therapy.

Stable BCVA values observed over 12 months
reflect published experience for pretreated
patients with nAMD in general, with a fre-
quently prolonged disease history including
atrophy [23, 25]. Recent real-word outcome
reports confirm the absence of a significant VA
change after switch to Afl 8 [10-13].

The observed discrepancy between anatomi-
cal and visual outcomes underscores the com-
plexity of treating long-standing nAMD and
highlights a possible role of early switch prior
to encountering permanent structural retinal
changes. Moreover, these results emphasize the
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need for tailored treatment approaches in long-
term managed patients and the importance of
considering baseline characteristics such as dis-
ease duration, previous therapeutic exposure,
and structural changes as predictors of func-
tional outcomes of switching.

Regarding safety, our cohort exhibited a rate
of IOl of 3.9%, which is notably higher than
the rate of 0.7% reported in the PULSAR trial.
While several smaller real-world studies did not
observe IOI after Afl 8 [13-15], several other
groups reported incidence of 10I between 3%
and 10% [16-18]. Importantly, in all these
instances—including our own—all cases of 101
resolved completely with topical therapy. To
date, only one case of occlusive vasculitis under
Afl 8 has been published [26].

This study has several inherent limitations.
Beyond the retrospective observational design,
potential differences in treatment protocols
across centers—such as re-treatment criteria—
may have introduced a bias. In addition, the
decision to transition patients to Afl 8, includ-
ing timing and treatment intervals, was left to
the discretion of individual retina specialists.
While this reflects real-world clinical practice,
it inevitably resulted in variability in patient
management. Such heterogeneity should be
considered when interpreting the results, as it
may affect both treatment outcomes and the
generalizability of our findings. Furthermore, a
potential bias may result from the selection of
patients switched to Afl 8 because of incomplete
response to other anti-VEGF therapies or because
of the personal preference of the physician
and patients. The heterogeneity of prior treat-
ment exposure to different anti-VEGF agents
could also have affected treatment demand and
response to Afl 8. The follow-up period of 12
months provides short- to medium-term out-
comes, which must not be considered predic-
tive for longer-term durability, safety, or adher-
ence. The inclusion of both eyes in bilaterally
affected cases without correction for inter-eye
correlation violates the assumption of independ-
ence underlying the applied statistical tests (Wil-
coxon signed-rank test and Friedman test) and
thus may have resulted in an—albeit from our
perspective, minor—overestimation of treat-
ment effects. Finally, the retrospective nature of

data collection may have led to underreporting
of adverse events and did not permit evalua-
tion of broader functional or patient-reported
outcomes. These factors should be considered
when extrapolating the results to other clinical
settings.

CONCLUSION

In this multicenter real-world study, switching
to Afl 8 in pretreated nAMD led to meaningful
anatomical improvement, stable visual acuity,
and reduced treatment burden for a substantial
proportion of patients. While the overall safety
profile was reassuring and aligned with previ-
ous reports, the observed rates of intraocular
inflammation highlight the need for contin-
ued monitoring. Importantly, our data indicate
that, despite the potential for extended dosing
intervals reported in clinical trials, a significant
portion of pretreated eyes—especially those with
persistent macular fluid—still require frequent
injections. In summary, our results demonstrate
the value of Afl 8 as an interesting therapeutic
option for a complex real-world patient popula-
tion, while emphasizing the need for ongoing
real-world evidence and tailored management
strategies.
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