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Provide expert-informed guidance on the integration of aflibercept 8 mg into routine clinical care for patients with neovascular
age-related macular degeneration (nAMD) and diabetic macular oedema (DMO), based on clinical trial and real-world evidence.
Sixteen retina specialists (‘experts’) met during the Association for Research in Vision and Ophthalmology (ARVO) annual meeting
in May 2025 to discuss the clinical use of aflibercept 8 mg. A post-meeting online platform was used to collect additional
independent input. Agreement was captured using binary responses and categorised as: all agreed (100%), majority agreed
(=75%), most agreed (50-74%), or non-consensus ( < 50%). All experts agreed that aflibercept 8 mg may be considered as a first-
line treatment in treatment-naive patients with nAMD and DMO, and switching to aflibercept 8 mg can be considered for
previously treated patients. The majority of experts agreed that switching patients with well-controlled disease on shorter or
intermediate dosing intervals may enable further interval extension while maintaining disease control, and switching patients with
poorly controlled disease may optimise anatomical outcomes and improve stability. Most experts agreed that three initial monthly
loading doses are appropriate in newly diagnosed patients. No consensus was reached on optimal dosing-decision strategies after
switching in patients with poorly controlled disease, nor on the timing of initial interval modification during treatment initiation.
These expert opinions, informed by available, emerging clinical evidence and real-world clinical experience, support aflibercept
8 mg as a first-line and switch option for nAMD and DMO, using personalised treatment approaches for both treatment-naive and
previously treated patients.
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INTRODUCTION
The rapidly ageing global population, together with the

age-related macular degeneration (nAMD) and diabetic macular
oedema (DMO). Achieving and maintaining good vision

epidemic of diabetes mellitus resulting from urbanisation and
lifestyle-induced changes [1, 2], underscores the importance of
managing the increasing number of patients with neovascular

in affected patients is an important determinant of overall
quality of life and well-being, social inclusion and economic
productivity [3].
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Therapies that inhibit the action of vascular endothelial growth
factor (VEGF) substantially reduce the incidence of severe vision
loss and blindness [4, 5], and have become the established
standard of care for both NnAMD and DMO [6-12]. The need for
frequent intraocular injections, however, places a considerable
burden on patients, their caregivers, physicians and other clinical
staff, and the overall delivery of national health services [13, 14].
Long-term management of nAMD and DMO is often complicated
by patient non-compliance, which challenges the routine delivery
of effective, sustained care [15-17]. As a result, recent pharma-
cologic advances have focused on reducing anti-VEGF treatment
burden while maintaining long-term vision outcomes.

Aflibercept 2 mg has been a long-standing established treat-
ment for both NnAMD and DMO and used globally since the 2010s.
In the past few years, a higher-concentration formulation of
aflibercept (aflibercept 8 mg) has been developed to deliver a
four-fold higher molar dose (compared with aflibercept 2 mg) into
the vitreous [18, 19]. Aflibercept 8 mg has been approved in
various regions of the world, including North America, Europe,
and Asia, for the treatment of patients with nAMD and DMO,
based on positive data from the PULSAR phase 3 trial in patients
with nAMD and the PHOTON phase 2/3 trial in patients with DMO
[20, 21]. During the first year, aflibercept 8 mg is administered via
extended treatment intervals of up to every 16 weeks, following
three initial monthly doses [22-24]. The 2-year data from the
PULSAR and PHOTON trials demonstrated that further extended
treatment intervals may be considered in patients with stable
visual and anatomical outcomes; accordingly, the FDA label was
expanded to allow dosing intervals of up to 20 weeks, and the
labels in the EU and other regions were expanded to allow dosing
intervals of up to 24 weeks [22, 23].

In the pivotal clinical trials, in both the PULSAR (nAMD) and
PHOTON (DMO) trials, aflibercept 8 mg achieved sustained visual
and anatomical improvements through 156 weeks. In PULSAR,
40% of patients achieved >20-week intervals and 24% of patients
achieved 24-week intervals by Week 156. Among patients who
switched from aflibercept 2 mg to 8 mg at Week 96, 43% and 16%
were treated on >16- and >20-week intervals by study end,
respectively. In PHOTON, 48% and 28% of patients receiving
aflibercept 8 mg from baseline achieved >20-week and 24-week
intervals, respectively, by Week 156. Patients who switched from
aflibercept 2 mg to 8 mg after Week 96 experienced substantially
slower fluid re-accumulation compared with their previous rate
with aflibercept 2mg. In many cases, patients who switched
doses were able to maintain disease stability while also extending
their dosing intervals. The criteria for interval extension were
consistent with clinical practice requiring stable visual acuity with
no evidence of persistent or recurrent disease on optical
coherence tomography (OCT). In both trials, the long-term safety
profile was similar to that previously established for aflibercept
2mg [20, 21, 25, 26].

Emerging real-world evidence complements these pivotal-trial
findings. The ongoing global SPECTRUM phase 4 study, the
largest real-world investigation of aflibercept 8 mg to date, is
evaluating its effectiveness and safety across diverse populations
of treatment-naive and pre-treated patients with nAMD and DMO
[27-31]. Thus far, published SPECTRUM data have shown early
visual acuity gains in treatment-naive patients with nAMD,
together with improvements in central retinal thickness and
retinal fluid outcomes in both treatment-naive and previously
treated cohorts by Week 8 [31]. Further results are expected to
provide valuable insights into the effectiveness, safety, durability
and utility of aflibercept 8 mg in routine clinical practice. In
addition to the SPECTRUM trial, numerous investigator-initiated
real-world studies evaluating the use of aflibercept 8 mg in
routine clinical practice are currently underway [32, 33].

While regulatory approvals are based on pivotal trials, clinicians
increasingly require practical guidance on patient selection,
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switching strategies and interval management that extends
beyond trial protocols and also considers real world experience.
This article aims to provide a position document on the use and
integration of aflibercept 8 mg into routine care for patients with
nAMD and DMO. The recommendations presented are based on
current clinical evidence with feedback and insight from 16
internationally recognised retina specialists from 12 countries.

METHODS

A two-phase, iterative expert consultation process was employed
with the aim of collating expert guidance regarding the
integration of aflibercept 8 mg into routine care for patients with
nAMD and DMO. This process was not intended to generate
formal consensus recommendations or clinical guidelines. Rather,
it aimed to capture areas of alignment and divergence in expert
clinical practice to inform clinicians navigating early adoption of
aflibercept 8 mg.

These statements were presented to a group of global retina
specialists (referred to hereafter as ‘experts’) at a roundtable
meeting held in May 2025 alongside the annual meeting of the
Association for Research in Vision and Ophthalmology (ARVO).
The group comprised 16 experts from 12 countries: Canada,
China, France, Germany, Israel, Italy, Japan, Singapore, Spain,
Switzerland, the United Kingdom, and the United States.

Following discussion at the roundtable meeting, the state-
ments were formalised for agreement and uploaded to Within3
(Lakewook, OH, USA), a collaborative online platform that enables
feedback to be obtained asynchronously and analysed both
quantitatively and qualitatively [34]. Experts were presented with
22 discrete questions within the platform and blinded to others’
responses in order to minimise potential influence and bias.
Binary response options were programmed for questions
requesting agreement with a particular statement or clinical
scenario (i.e. yes/no or agree/disagree) to facilitate quantification
of agreement as all agreed (100% agreement), majority agreed
(=75% agreement), most agreed (51-74% agreement), or non-
consensus ( < 50% agreement). Corresponding agreement thresh-
olds for the 16-member panel were 16/16, 12-15/16, 9-11/16, and
<8/16, respectively.

Follow-up questions allowing open text responses were also
included to enable provision of further expert guidance and
context. All questions were programmed as mandatory and could
not be skipped.

RESULTS

Expert responses have been included in Table 1; the specific
questions posed to experts are included in the Supplementary
Information (Supplementary Table 1).

SECTION 1: Newly diagnosed patients with nAMD and DMO
Statement 1: All experts agreed that aflibercept 8 mg can be
considered as a first-line treatment in treatment-naive
patients with nAMD and DMO

Experts described aflibercept 8 mg as an effective and durable
therapy well suited for first-line use because it rapidly achieves
clinical improvements that can be sustained to optimise long-
term patient outcomes. Starting treatment with aflibercept 8 mg
was viewed as a proactive strategy to minimise initial under-
treatment, reduce early switching, and enhance adherence.
Several experts highlighted that aflibercept 8 mg often enables
early extension of the dosing intervals, thereby making it
especially valuable for patients who may struggle with frequent
clinic visits. By combining strong early efficacy with reduced
treatment burden, aflibercept 8 mg was seen to align with
the evolving need for personalised, sustainable care in nAMD
and DMO.
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Table 1.

Expert recommendations.

Expert recommendation

Level of agreement

SECTION 1: Newly diagnosed patients with nAMD and DMO

SECTION 2: Previously treated patients with nAMD and DMO

SECTION 3: Treatment initiation in newly diagnosed patients nAMD and DMO

All newly diagnosed patients should receive three initial monthly doses of aflibercept 8 mg upon its
initiation

SECTION 4: Initiation of aflibercept 8 mg in previously treated patients with nAMD and DMO

SECTION 5: Treatment response and dose regimen modification

SECTION 6: Patient—physician dialogue

56%

Agreement captured using binary responses were categorised as: all agreed (100%,-), majority agreed (= 75%,-), most agreed (51-74%, ), or non-
consensus (< 50%,.).
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There are a few instances in which some experts may
exercise clinical caution before considering first-line afliber-
cept 8 mg in newly diagnosed patients

While 44% of experts reported no clinical reasons for caution
when initiating first-line aflibercept 8 mg in newly diagnosed
patients, others identified specific situations warranting caution in
this patient group.

The most cited scenario was advanced or uncontrolled
glaucoma, particularly in patients with large cup-to-disc ratios
(C/D > 0.8), where transient intraocular pressure (IOP) elevations
from any intravitreal injection may pose risk of further disc
damage and progression of glaucoma.

Other situations in which some experts would exercise caution
were noted. For patients with large pigment epithelial detach-
ments, defined here as maximum height >400 pum, the higher
dose of aflibercept 8 mg compared with 2 mg could theoretically
pose a risk of retinal pigment epithelium tears - although this is
not evident from the pivotal trial data. Other class-related
scenarios included the treatment of patients with a history of
intraocular inflammation or hypersensitivity following aflibercept
2 mg in either eye; or simultaneous bilateral treatment in patients
with DMO who have experienced recent cardiovascular events,
where theoretical risk due to intravascular VEGF suppression
might be a concern. Bilateral treatment may increase systemic
drug exposure; and because there is limited safety data in
patients with a recent (<6 months) history of cardiovascular
events, caution may be exercised in these patients [23].

SECTION 2: Previously treated patients with nAMD and DMO
Statement 2: All experts agreed that switching to aflibercept
8 mg can be considered for all patients with nAMD or DMO,
and, therefore, all patients may be informed about the
possibility of switching to aflibercept 8 mg

The panel highlighted that the decision of when to switch to
aflibercept 8 mg is driven by specific clinical objectives and
individual patient factors. For improved durability, experts
reported switching to aflibercept 8 mg when patients on first-
generation anti-VEGF agents were unable to extend treatment
intervals beyond 12-16 weeks. For improved efficacy, some
experts considered a switch to be appropriate if fluid persisted
after the loading phase with another agent, given the importance
of early disease control as a predictor of long-term outcomes [35].
Finally, to improve stability, a subset of clinicians described
switching to aflibercept 8 mg after multiple failed attempts to
extend treatment intervals with another agent, particularly when
fluctuating fluid levels are observed.

Statement 3: All experts agreed that switching patients
with well-controlled disease (stable vision, no fluid) but with
dosing intervals less than every 8 weeks to aflibercept 8 mg
could extend their treatment intervals while maintaining
disease control, thereby reducing treatment burden

Over two-thirds (69%) of experts highlighted the durability of
aflibercept 8 mg to achieve a more sustainable treatment plan
with lower treatment burden for patients. The experts noted that
patients who respond to treatment and have well controlled
disease with aflibercept 2 mg (or another anti-VEGF agent) every
several weeks may be able to switch to aflibercept 8 mg and
maintain good disease control. Clinical experience, however, has
shown considerable inter-patient variability in achieving treat-
ment intervals; while the extent and durability of treatment
interval extension are primarily driven by underlying disease
activity, the specific extension strategy, including the size of
incremental extensions and the maximum interval attempted,
may vary according to physician practice and patient-specific
considerations.

Statement 4: The majority of experts agreed that switching
to aflibercept 8 mg in patients with well-controlled disease
(stable vision, no fluid) with dosing intervals of 8-12 weeks or
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longer, could further extend their treatment intervals while
maintaining disease control, thereby further reducing treat-
ment burden

It was acknowledged that patient and clinician willingness to
switch may be lower in this group, since both may feel
comfortable with current dosing intervals. Shared decision-
making, however, was agreed to be an essential component of
patient care. For patients and caregivers who still experience an
onerous burden even with less frequent injections, switching to
aflibercept 8 mg could provide additional relief by further
extending dosing intervals, while maintaining disease control.

This group of patients may present an ideal opportunity for
exploring longer intervals (20-24 weeks), where clinically appro-
priate. As the clinical experience with aflibercept 8 mg continues
to grow, clinicians are likely to become more confident switching
patients, even those already stable on 16-week intervals. One
expert noted that although there is currently limited evidence
and experience with these patients, switching could be discussed
if current dosing intervals are a substantial burden.

Statement 5: The majority of experts agreed that switching
to aflibercept 8 mg in patients with poorly controlled disease
(fluctuating vision and/or fluid) with dosing intervals less
than every 8 weeks could optimise disease control and
increase treatment intervals, thereby improving patient
outcomes

In general, the experts considered the higher molar dose of
aflibercept 8 mg to be a likely contributor to improved anatomical
control in some patients. However, responses in poorly controlled
or refractory eyes can be heterogeneous, and the ability to extend
treatment intervals should be considered only once stability is
achieved, guided by clinical judgement and appropriate
monitoring.

Even if some patients do not reach 8-week intervals, many may
still experience improved anatomical stability after switching to
aflibercept 8 mg. Nevertheless, outcomes may vary, and treat-
ment goals should prioritise achieving and maintaining disease
control, given that poor or fluctuating disease control has been
consistently linked to poorer visual outcomes.

Some experts noted a few additional patient profiles who
could benefit from a switch to aflibercept 8 mg

Experts anticipate a shift from the current standard of care to
aflibercept 8 mg for improved durability and outcomes in patients
with polypoidal choroidal vasculopathy. Opinions are informed by
the evolving evidence, including findings from the subgroup of
patients with polypoidal choroidal vasculopathy in the PULSAR
trial [36]. In addition, among patients with DMO with a severe
disease status, a switch to aflibercept 8 mg may lead to timely
improvement, including slower fluid reaccumulation [37, 38].
Lastly, patients for whom frequent clinic visits are not feasible due
to comorbidities, geographical distance, or caregiver dependence
may benefit from treatment with aflibercept 8 mg, since this
could reduce treatment burden.

SECTION 3: Treatment initiation in newly diagnosed patients
with nAMD and DMO
Statement 6: Most experts recommend that all newly
diagnosed patients may receive three initial monthly doses
of aflibercept 8 mg, in agreement with the product label and
PULSAR and PHOTON study design

While over half of experts agreed with this recommendation, a
substantial proportion (44%) shared that in routine practice, they
adopt a more flexible, response-guided approach, particularly
where patients are closely monitored. If the retina is dry and
visual acuity is stable after one or two injections, some clinicians
may initiate treat-and-extend protocols sooner to avoid further
loading and overdosing in select patients, although this approach
may not be consistent with the product label in all countries.
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Ongoing studies may help to clarify the minimum loading
requirements for aflibercept 8 mg in DMO and nAMD, thereby
augmenting the personalisation of future treatment strategies.

Statement 7: Agreement was not reached on when to first
consider modifying the treatment interval after initiating
aflibercept 8 mg

Panel responses revealed an approximate three-way split in
timing preferences. Some experts explained that they prefer to
assess disease activity and adjust intervals 4 weeks after the third
loading injection, aligning closely with the PULSAR and PHOTON
trial protocols. This timing allows for a full evaluation of the three-
dose loading phase and supports practical scheduling for both
the patient and clinic. Alternatively, some experts begin assessing
patients at the time of, or shortly after, the second or third
injection, especially if the patient shows an excellent response. In
such cases, early extension to 8-weekly intervals and beyond may
then be pursued to minimise treatment burden while maintaining
disease control. Finally, some experts prefer alternative timings,
such as 6-8 weeks after the third injection or once maximal
anatomical and visual improvement is observed. These experts
emphasise the importance of allowing sufficient time to evaluate
durability, particularly in NnAMD versus DMO.

The panel generally felt that the per label guidance to consider
the ongoing injection regimen strategy at the time of the third
injection in patients treated with three loading doses of
aflibercept 8 mg was reasonable [22, 23].

SECTION 4: Initiation of aflibercept 8 mg in previously treated
patients with nAMD and DMO

Statement 8: The majority of experts agreed that, when
switching patients to aflibercept 8 mg, beginning with the
same treatment interval as their previous agent may be
considered

When switching patients to aflibercept 8 mg, starting with the
same interval as the previous treatment is generally appropriate,
particularly in patients who are stable on their current schedule.
This approach maintains patient trust and avoids what may be
considered unnecessary treatment burden, given that the patient
has probably already undergone a loading phase with
another agent.

Maintaining the same dosing interval may also provide a
baseline to assess patient response to aflibercept 8 mg. If disease
control improves or remains stable, clinicians may then consider
extending the interval with aflibercept 8 mg, thereby leveraging
its longer durability. In some cases, particularly where the prior
treatment failed to sufficiently control disease activity, clinicians
may choose to either maintain or modestly reduce the interval,
depending on the patient's response and the clinician’s
judgement.

There may be exceptions to maintaining the same dosing
interval when switching to aflibercept 8 mg. For example, if a
patient is already on a dosing interval of 8-12 weeks due to
limited treatment responsiveness, and the clinician has deter-
mined that a more intensive approach with the current therapy
will not be suitable, the patient may benefit from a short-term
interval reduction upon switching to aflibercept 8 mg, to assess
efficacy. Conversely, if a patient is well-controlled and switched
primarily for durability, some clinicians may choose to extend the
interval as part of, or directly after, switching.

Statement 9: The majority of experts agreed that only a
single parameter should be changed at a time when
considering switching to aflibercept 8 mg. For example, if
the agent is switched, the treatment interval should be kept the
same

When switching to aflibercept 8 mg, it is generally advisable to
maintain the existing treatment interval for at least one dosing
interval. This allows the clinician to isolate and determine the
efficacy of aflibercept 8 mg without introducing confounding
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variables. Reasonable exceptions to this principle might include
patients who have good disease control on their current
treatment, in whom it may be clinically appropriate to both
switch to aflibercept 8 mg and trial a modest extension
simultaneously. This is the case when the switch is driven not
by inadequate response, but by a desire to reduce treatment
burden. In contrast, for patients with an inadequate treatment
response or unstable disease, the treatment interval can be
maintained initially to ensure the efficacy of aflibercept 8 mg
before attempting any extension.

Statement 10: The majority of experts agreed that patients
with well-controlled disease (stable vision, no fluid) who are
being switched from aflibercept 2 mg to aflibercept 8 mg may
not require initial monthly doses and may reasonably
consider early interval extension in selected stable patients,
guided by shared decision-making and close monitoring

Given that aflibercept 2mg and 8mg share the same
mechanism of action, switching may not require re-loading when
disease control has already been established. In this context,
some experts may reasonably consider early interval extension in
selected stable patients, with close monitoring and shared
decision-making. Others may prefer to maintain the pre-switch
interval for at least one dosing cycle before attempting extension,
particularly in patients previously managed on very short intervals
or where there is residual concern about durability.

These approaches reflect variation in real-world clinical
practice, recognising that prospective evidence specifically
evaluating early interval extension immediately after switching
remains limited.

Statement _11: Agreement was not reached on dosing
decisions in patients with poorly controlled disease (fluctuat-
ing vision and/or fluid) who are switched to aflibercept 8 mg
due to a lack of efficacy with their prior treatment

Month-to-month decision-making (where clinic capacity per-
mits) allows agile treatment adjustments in these patients who
often require repeated treatment to achieve visual and anatomi-
cal improvement. However, approximately a third of experts
would prefer to decide after three initial monthly doses, viewing
this as a pragmatic strategy in patients with dosing intervals of
<8 weeks.

In addition, several experts advocated for an approach tailored
to the patient. For example, some would initially match the prior
injection interval, then assess after the first aflibercept 8 mg dose
whether extension or shortening is warranted. It was also noted
that in patients with longstanding suboptimal response across
multiple agents, the diagnosis itself may be re-evaluated with
additional imaging.

SECTION 5: Treatment response and dose regimen
modification
Statement 12: Most experts agreed that treatment intervals
can be extended in 4-week increments, with the option to
reduce intervals in 2-week increments. Additional monitoring
visits may be considered with treatment intervals > 16 weeks
Extending dosing intervals in 4-week increments was consid-
ered a reasonable approach in treatment-naive patients receiving
aflibercept 8 mg. Though some experts noted that they would
more likely offer 2-week extensions in certain scenarios, including
when a patient is being switched to aflibercept 8 mg; if they
present with severe disease that is known to require frequent
dosing; or if extending further than 8-week dosing intervals. It
was further noted that the durability profile of aflibercept 8 mg
observed in the PULSAR and PHOTON trials, in which many
patients achieved and maintained >12-week intervals following
the initial monthly dosing period, provides greater confidence to
extend intervals more decisively where disease control is stable.
There was some divergence in opinion regarding the need for
additional monitoring visits at longer intervals (=16 weeks), with
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some experts expressing that a pure treat-and-extend approach
would not be expected to require additional monitoring between
injections. Alternatively, some experts prefer monitoring approxi-
mately every 12-16 weeks, which includes observing the
fellow eye.

Some experts acknowledged that immediate extension to 16-
week intervals may be limited to select patient cases
Immediate extension to 16-week intervals (after three loading
doses) may be appropriate for patients achieving rapid disease
control during the loading phase or after the first dose of
aflibercept 8 mg, but some experts prefer to assess the patient’s
response to treatment before extending. Most experts prefer to
step through at least a 12-week treatment interval before
extending to a 16-week interval, to maintain the peak response
while reducing the risk of disease recurrence. Prospective studies
are still needed to define optimal monitoring strategies at
intervals beyond 16 weeks.

For patients who began treatment with mild DMO and
achieved rapid fluid resolution and normal visual acuity, some
of the panel reported greater confidence in directly extending to
16-week intervals. In younger, working-age patients, the risk of
visual loss is low, and minimising clinic visits is an important
consideration. Physicians may wish to consider diabetic retino-
pathy severity in their strategy for treatment and monitoring
intervals.

Statement 13: All experts agree that OCT serves as the key
measure on which treatment decisions, such as interval
adjustment, are based

Published literature supports the conviction that OCT provides
objective, reproducible and robust measurements over time in
both nAMD and DMO. Though OCT measurements are indis-
pensable for managing these patients, treatment decisions for
DMO are also based on examination, photography and/or
angiography.

While clinical experience supports fewer clinic visits for well-
controlled patients on extended intervals, monitoring
strategies can remain tailored to patient needs

Patients who have been gradually extended to intervals of
20-24 weeks likely have well-controlled disease, so disease
monitoring only at the time of injections may be sufficient.
However, a subset of experts advocated for an interim evaluation,
typically halfway between injections (i.e. a monitoring visit at
Week 10-12 for patients on intervals of 20-24 weeks), particularly
in patients with monocular vision, those recently extended to
these intervals and who have not yet demonstrated long-term
disease control, or those without access to self-monitoring tools
(e.g. home OCT or Amsler grid testing). Other experts emphasised
patient education and shared responsibility instead of additional
monitoring visits. The status of the fellow eye should be
considered, since this may warrant shorter monitoring intervals.

SECTION 6: Patient-physician dialogue
Statement 14: Most experts agreed that when discussing the
option to begin aflibercept 8 mg with treatment-naive
patients, it is important to clearly explain the rationale
behind the proposal

When discussing treatment goals with patients, some experts
noted the value of emphasising the importance of early fluid
control to preserve visual function. Visual acuity and OCT imaging
can be used to help patients understand their disease state and
the importance of early disease control. Clinicians may also draw
on their extensive experience with aflibercept 2mg when
introducing aflibercept 8 mg as an option with the potential for
earlier extension of treatment intervals. Selected data from the
PULSAR and PHOTON trials, alongside emerging real-world
evidence, can be used to illustrate the clinical benefits and safety
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of aflibercept 8 mg relative to aflibercept 2 mg, as well as the
higher proportion of patients achieving extended dosing intervals
at 2 years [20, 21].

Statement 15: All experts agreed that when discussing the
option to switch to aflibercept 8 mg with patients, it is
important to clearly explain the rationale behind the
proposal

Framing aflibercept 8 mg as a higher-dose version of afliber-
cept 2mg can be reassuring, since this is a drug that patients
already know, and the available evidence on aflibercept 8 mg
supports a comparable safety profile to that of aflibercept 2 mg.
This can be shown with graphics showing drug durability curves.
Reviewing OCT scans with patients that show both improvements
and ongoing needs can also be helpful. Printed materials and
informational leaflets were seen as valuable, particularly those
that highlight longer intervals with aflibercept 8 mg (e.g. the
aflibercept 2mg and 8mg leaflets). Furthermore, experts
suggested that a short, patient-friendly video playing in waiting
rooms would help explain important clinical information.

DISCUSSION

This article provides insight and guidance on the integration of
aflibercept 8 mg as both a first-line therapy and a ‘switch’ option
for the treatment of NnAMD and DMO. High levels of agreement
across multiple recommendations underscore the collective
confidence in the efficacy, durability and safety profile of
aflibercept 8 mg in both treatment-naive and previously treated
populations, and is supportive of other regional guidance
[20-24, 39]. Although this manuscript reflects the views of an
international group of retina specialists, reimbursement policies,
regulatory labelling and treatment paradigms for aflibercept 8 mg
may vary across regions. Accordingly, the recommendations
presented should be interpreted within the context of local
clinical practice and healthcare system constraints.

Among treatment-naive patients, the unanimous endorsement
of aflibercept 8 mg as a first-line treatment option reflects the
strong efficacy and acceptable safety profile demonstrated in the
PULSAR and PHOTON trials [20, 21, 25, 26]. These trials enroled
diverse patient populations and showed that aflibercept 8 mg
rapidly resolved fluid with long-term visual and anatomical
benefits. The importance of initiating treatment with a potent
and durable agent is reinforced by findings from DRCR.net
protocols I, T and V, which demonstrated that persistent or
fluctuating fluid during the first year of anti-VEGF therapy
correlates with poorer long-term vision outcomes [40-42]. More-
over, multiple studies show that early visual acuity responses
predict better long-term results [43-45], thereby supporting the
clinical value of aflibercept 8 mg as a first-line therapy in DMO
and nAMD.

Most experts expressed no concerns about recommending
aflibercept 8 mg in newly diagnosed patients, but a minority cited
clinical scenarios where caution may be warranted based on their
clinical experiences. These included cases of advanced glaucoma,
large pigment epithelial detachments, recent cardiovascular
events or a history of intraocular inflammation. Aflibercept 8 mg
has demonstrated a safety profile similar to that of aflibercept
2mg in the PULSAR and PHOTON trials, and pooled data from the
PULSAR, PHOTON and CANDELA trials showed no increase in |OI-
related events compared with aflibercept 2 mg in the outcomes
assessed [25, 26, 46]. Furthermore, while higher injection volumes
may influence acute IOP dynamics, longer-acting anti-VEGF
therapies that enable fewer injections over time may reduce
cumulative stress on the optic nerve head. As such, no clinically
significant differences in IOP have been observed between
aflibercept 2 mg and 8 mg [20, 25, 47, 48] - experts noted that
patients with advanced glaucoma may benefit from consideration
of specialist glaucoma management prior to initiation of
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intravitreal injections. In some cases, digital eye globe massage,
slow injection speed, prophylactic IOP-lowering medication or
anterior chamber paracentesis may be considered [49, 50].
Experts acknowledged that, despite the reassuring safety profile
observed in pivotal clinical trials, continued vigilance for sterile
intraocular inflammation remains important, with emerging
reports suggesting that such events can be uncommon but
warrant prompt recognition and appropriate management
[31, 51, 52]. Furthermore, as clinical experience with aflibercept
8 mg in routine clinical practice grows, evidence from real-world
studies, such as the ongoing phase 4 SPECTRUM study, may help
to mitigate such concerns as broader, real-world experience
accumulates [27-31].

Experts agreed that aflibercept 8 mg is a reasonable switching
option for previously treated patients, with timing guided by
individual patient profiles and their own clinical judgement. The
rationale for switching clustered around three clinical goals
considered integral by the experts: enhancing durability; improv-
ing efficacy; and stabilising disease in patients with suboptimal
responses. Aflibercept 8 mg has a demonstrated capacity to
extend dosing intervals in previously treated patients [53]. Experts
suggested that in patients with well-controlled disease, afliber-
cept 8 mg provides an opportunity to maintain stability while
meaningfully reducing treatment burden. For patients who are
stable on shorter intervals (e.g. every 8 weeks), switching can help
secure long-term control by gradually extending intervals, while
most experts noted that patients already on 8-12-week intervals
may still benefit from extending to 16-24 weeks. Based on the
available published literature and their own clinical observations
in practice, the experts strongly supported the use of aflibercept
8 mg to improve anatomical response and achieve stability in
poorly controlled patients who require frequent injections or
have persistent fluid despite treatment, thereby enabling interval
extension once disease control is achieved. In both groups,
decisions can be individualised and guided with appropriate
monitoring.

Some divergence of opinion was observed regarding
treatment-initiation and interval-modification strategies, reflect-
ing the diversity of real-world practice where decisions are
tailored to individual patient response and may be influenced by
clinic capacity and healthcare system constraints. Experts also
noted that the durability profile of aflibercept 8 mg, together with
learnings from recent trial designs, may prompt modification of
established routine care protocols, such as the confidence to
implement earlier and larger interval extensions. While most
experts supported extending intervals in 4-week increments, a
minority favoured 2-week increments in complex or unstable
cases based on their clinical experiences. Similarly, while some
advocated monitoring only at the time of injection, others
preferred interim visits for high-risk or newly extended patients.

As with all expert-driven work, the recommendations should be
interpreted alongside the growing body of real-world evidence
and are based on the currently available data and clinical
experience, which may evolve as additional evidence emerges
over time. While early findings from the ongoing, real-world
SPECTRUM study have already shown visual acuity gains in
treatment-naive patients with nAMD, together with improve-
ments in central retinal thickness and retinal fluid outcomes in
both treatment-naive and previously treated cohorts, further
reports of the real-world experience with aflibercept 8 mg are
expected [27, 31]. In addition, other recently emerging real-world
data in treatment-naive and pre-treated eyes have shown
anatomical improvements, durability and a favourable safety
profile [54-62]. Collectively, these findings may suggest that the
rapidly expanding real-world evidence base supports the broad
clinical utility of aflibercept 8 mg across diverse clinical settings,
although certainly longer term data is required to further
substantiate this understanding.
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This article draws on the expertise of 16 internationally recognised
key opinion leaders from 12 countries, offering deep clinical
experience. A structured iterative consultation process was
employed; however, it should be noted that a formal Delphi
methodology was beyond the scope of this work and participating
experts were not selected through a predefined or systematic
process. The expert opinions presented reflect the interpretation of
selected evidence and clinical experience of the authors and do not
represent the positions of any professional society or organisation
and may not be representative of all retina specialists involved in the
management of nAMD and DMO globally.

In conclusion, this paper reports expert interpretation of clinical
and growing real-world evidence for the use of aflibercept 8 mg
for nAMD and DMO from a group of 16 retinal specialists. The
recommendations presented aim to provide expert insights that
improve physician confidence in delivering personalised treat-
ment pathways for patients in clinical settings. Ongoing real-
world studies and longer-term follow-up will further define the
optimal positioning of aflibercept 8 mg within increasingly
individualised treatment paradigms.

REFERENCES

1. World Health Organization. Ageing and health, <https://www.who.int/news-
room/fact-sheets/detail/ageing-and-health> (2024).

2. World Health Organization. Diabetes, <https://www.who.int/news-room/fact-
sheets/detail/diabetes> (2024).

3. Burton MJ, et al. The Lancet Global Health Commission on Global Eye Health:
vision beyond 2020. Lancet Glob Health. 2021;9:e489-e551. https://doi.org/
10.1016/52214-109X(20)30488-5.

4. Sloan FA, Hanrahan BW. The effects of technological advances on outcomes for
elderly persons with exudative age-related macular degeneration. JAMA Oph-
thalmol. 2014;132:456-63. https://doi.org/10.1001/jamaophthalmol.2013.7647.

5. Nguyen QD, Moshfeghi AA, Lim JI, Ponomareva E, Chauhan A, Rao R, et al.
Simulation of long-term impact of intravitreal anti-VEGF therapy on patients with
severe non-proliferative diabetic retinopathy. BMJ Open Ophthalmol. 2023;8-15,
https://doi.org/10.1136/bmjophth-2022-001190.

6. Schmidt-Erfurth U, et al. Guidelines for the management of neovascular age-
related macular degeneration by the European Society of Retina Specialists
(EURETINA). Br J Ophthalmol. 2014;98:1144-67. https://doi.org/10.1136/
bjophthalmol-2014-305702.

7. Vemulakonda GA, et al. Age-Related Macular Degeneration Preferred Practice
Pattern(R). Ophthalmology. 2025;132:P1-P74. https://doi.org/10.1016/
j.ophtha.2024.12.018.

8. Lim JI, et al. Diabetic Retinopathy Preferred Practice Pattern(R). Ophthalmology.
2025;132:P75-P162. https://doi.org/10.1016/j.0phtha.2024.12.020.

9. Schmidt-Erfurth U, et al. Guidelines for the management of diabetic macular
edema by the European Society of Retina Specialists (EURETINA). Ophthalmo-
logica. 2017;237:185-222. https://doi.org/10.1159/000458539.

10. Mitchell P, Liew G, Gopinath B, Wong TY. Age-related macular degeneration.
Lancet. 2018;392:1147-59. https://doi.org/10.1016/5S0140-6736(18)31550-2.

11. Sivaprasad S, Wong TY, Gardner TW, Sun JK, Bressler NM. Diabetic retinal disease.
Nat Rev Dis Prim. 2025;11:62. https://doi.org/10.1038/541572-025-00646-x.

12. Ng DSC, et al. International consensuses and controversies on causes, diagnosis
and management of diabetic macular edema (DME). Prog Retin Eye Res.
2025;109:101406. https://doi.org/10.1016/j.preteyeres.2025.101406.

13. Gale RP, et al. The management of neovascular age-related macular degenera-
tion: A systematic literature review of patient-reported outcomes, patient mental
health and caregiver burden. Acta Ophthalmol. 2023;101:e26-e42. https:/
doi.org/10.1111/a0s.15201.

14. Loewenstein A, et al. Global Insights from Patients, Providers, and Staff on
Challenges and Solutions in Managing Neovascular Age-Related Macular
Degeneration. Ophthalmol Ther. 2025;14:211-28. https://doi.org/10.1007/
s40123-024-01061-3.

15. Okada M, et al. Nonadherence or nonpersistence to intravitreal injection therapy for
neovascular age-related macular degeneration: A mixed-methods systematic review.
Ophthalmology. 2021;128:234-47. https://doi.org/10.1016/j.0phtha.2020.07.060.

16. Ehlken C, et al. Systematic review: non-adherence and non-persistence in
intravitreal treatment. Graefes Arch Clin Exp Ophthalmol. 2020;258:2077-90.

17. Holz FG, et al. Adherence to Intravitreal Aflibercept in Neovascular Age-Related
Macular Degeneration: 24-Month Results from the ANDROMEDA Study. Oph-
thalmol Retina 2025; https://doi.org/10.1016/j.0ret.2025.09.004.

SPRINGER NATURE


https://www.who.int/news-room/fact-sheets/detail/ageing-and-health
https://www.who.int/news-room/fact-sheets/detail/ageing-and-health
https://www.who.int/news-room/fact-sheets/detail/diabetes
https://www.who.int/news-room/fact-sheets/detail/diabetes
https://doi.org/10.1016/S2214-109X(20)30488-5
https://doi.org/10.1016/S2214-109X(20)30488-5
https://doi.org/10.1001/jamaophthalmol.2013.7647
https://doi.org/10.1136/bmjophth-2022-001190
https://doi.org/10.1136/bjophthalmol-2014-305702
https://doi.org/10.1136/bjophthalmol-2014-305702
https://doi.org/10.1016/j.ophtha.2024.12.018
https://doi.org/10.1016/j.ophtha.2024.12.018
https://doi.org/10.1016/j.ophtha.2024.12.020
https://doi.org/10.1159/000458539
https://doi.org/10.1016/S0140-6736(18)31550-2
https://doi.org/10.1038/s41572-025-00646-x
https://doi.org/10.1016/j.preteyeres.2025.101406
https://doi.org/10.1111/aos.15201
https://doi.org/10.1111/aos.15201
https://doi.org/10.1007/s40123-024-01061-3
https://doi.org/10.1007/s40123-024-01061-3
https://doi.org/10.1016/j.ophtha.2020.07.060
https://doi.org/10.1016/j.oret.2025.09.004

S. Sivaprasad et al.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34,

35.

36.

37.

38.

39.

40.

41.

. Wykoff CC, et al. Effect of high-dose intravitreal aflibercept, 8 mg, in patients

with neovascular age-related macular degeneration: the Phase 2 CANDELA
randomized clinical trial. JAMA Ophthalmol. 2023;141:834-42. https://doi.org/
10.1001/jamaophthalmol.2023.2421.

. Veritti D, Sarao V, Di Bin F, Lanzetta P. Pharmacokinetic and pharmacodynamic

rationale for extending VEGF inhibition increasing intravitreal aflibercept dose.
Pharmaceutics. 2023;15:1416. https://doi.org/10.3390/pharmaceutics15051416.
Brown DM, et al. Intravitreal aflibercept 8 mg in diabetic macular oedema
(PHOTON): 48-week results from a randomised, double masked, non-inferiority,
phase 2/3 trial. Lancet 2024; https://doi.org/10.1016/S0140-6736(1023)02577-
02571.

Lanzetta P, et al. Intravitreal aflibercept 8 mg in neovascular age-related macular
degeneration (PULSAR): 48-week results from a randomised, double-masked,
non-inferiority, phase 3 trial. Lancet, https://doi.org/10.1016/S0140-6736(1024)
00063-00061 (2024).

Regeneron Pharmaceuticals Inc. EYLEA® HD (aflibercept) injection, for intravitreal
use, <https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/
761355s0011bl.pdf> (2023).

Bayer AG. Eylea summary of product characteristics,
www.ema.europa.eu/en/medicines/human/EPAR/eylea> (2025).
Santen Pharmaceutical Co. Santen and Bayer Yakuhin Launch Ophthalmic VEGF
Inhibitor Eylea 8mgSolution for Intravitreal Injection 114.3 mg/mL. (2024).
<https://www.santen.com/en/news/2025/2025_1/20250521_1#:~:text=May%
2021%2C%202025%20%E2%80%93%200saka%2C%20Japan%20%E2%80%93%
20Santen,kit%20114.3%20mg%2FmL%20%28hereinafter%20EYLEA%C2%AE%
208mg%20pre-filled%20syringe%29.>.

Korobelnik JF, et al. Intravitreal Aflibercept 8 mg in Neovascular Age-Related
Macular Degeneration: Ninety-Six-Week Results from the Randomized Phase 3
PULSAR Trial. Ophthalmology. 2026;133:39-50. https://doi.org/10.1016/
j.ophtha.2025.08.022.

Do DV, et al. Intravitreal Aflibercept 8 mg for Diabetic Macular Edema: Ninety-
Six-Week Results from the Randomized Phase 2/3 PHOTON Trial. Ophthalmol-
ogy. 2026;133:577-88. https://doi.org/10.1016/j.ophtha.2025.10.028.

Bailey C, et al. SPECTRUM: Early clinical experience from the first global real-
world study of aflibercept 8 mg in patients with pretreated neovascular age-
related macular degeneration. Invest Ophthalmol Vis Sci. 2025;66:1857.
Konidaris V, et al. SPECTRUM: Early clinical experience from the first global real-
world study of aflibercept 8 mg in patients with treatment-naive neovascular
age-related macular degeneration. Invest Ophthalmol Vis Sci. 2025;66:440.
Lobo A, et al. SPECTRUM: Early clinical experience from the first global real-world
study of aflibercept 8 mg in patients with treatment-naive diabetic macular
edema. Invest Ophthalmol Vis Sci. 2025;66:2391.

Dervos T, et al. SPECTRUM: Early clinical experience from the first global real-
world study of aflibercept 8 mg in patients with pretreated diabetic macular
edema. Invest Ophthalmol Vis Sci. 2025;66:2392.

Bailey C, et al. SPECTRUM: early clinical experience from the first global real-
world study of aflibercept 8 mg in patients with neovascular age-related macular
degeneration. Eye. 2026;40:735-8. https://doi.org/10.1038/541433-026-04260-3.
Donia A, Scrivens B, Salvatore S. Real-world efficacy, safety, and durability of
aflibercept 8 mg in neovascular age-related macular degeneration. Invest Oph-
thalmol Vis Sci. 2025;66:698.

Bedan AH, et al. Efficacy and Safety of Aflibercept 8mg in Treating Diabetic
Macular Oedema: Real World Data. Invest Ophthalmol Vis Sci. 2025;66:2397.
Within3, <https://within3.com/> (2026).

Pinheiro-Costa J, et al. Switch to Aflibercept in the Treatment of Neovascular
AMD: One-Year Results in Clinical Practice. Ophthalmologica. 2015;233:155-61.
https://doi.org/10.1159/000381221.

Lee WK, et al. Aflibercept 8 mg in Polypoidal Choroidal Vasculopathy: Post Hoc
Analysis of the PULSAR Randomized Clinical Trial. JAMA Ophthalmol. 2025
https://doi.org/10.1001/jamaophthalmol.2025.5098.

Ghorayeb G. Aflibercept 8 mg in diabetic macular edema: 156-week results from
the PHOTON extension study. Invest Ophthalmol Vis Sci. 2025;66:2339.
Sambhara D. Impact of baseline central retinal thickness (CRT) on vision among
patients with diabetic macular edema (DME): post hoc analysis of the phase 2/3
PHOTON trial. Invest Ophthalmol Vis Sci. 2024;65:6219.

Gale R, et al. Aflibercept 8 mg treat-and-extend pathway for the treatment of
neovascular age-related macular degeneration: Guidance from a UK expert
panel. Eye [in press] 2026.

Sadda SR, et al. Relationship between duration and extent of oedema and visual
acuity outcome with ranibizumab in diabetic macular oedema: A post hoc
analysis of Protocol | data. Eye. 2020;34:480-90. https://doi.org/10.1038/541433-
019-0522-z.

Starr MR, et al. Fluctuations in Central Subfield Thickness Associated With Worse
Visual Outcomes in Patients With Diabetic Macular Edema in Clinical Trial

<https://

SPRINGER NATURE

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

Setting. Am J
j.ajo.2021.06.030.
Sheth V, D'Rozario M, Gune S, Blotner S. Fluctuations in central foveal thickness
and association with vision outcomes with anti-VEGF therapy for nAMD: HARBOR
post hoc analysis. BMJ Open Ophthalmol. 2022;7:e000957. https://doi.org/
10.1136/bmjophth-2021-000957.

Menghini M, et al. Impact of loading phase, initial response and CFH genotype
on the long-term outcome of treatment for neovascular age-related macular
degeneration. PLoS ONE. 2012;7:42014. https://doi.org/10.1371/
journal.pone.0042014.

Ying GS, et al. Association of Baseline Characteristics and Early Vision Response
with 2-Year Vision Outcomes in the Comparison of AMD Treatments Trials
(CATT). Ophthalmology. 2015;122:2523-31.e2521.  https://doi.org/10.1016/
j.ophtha.2015.08.015.

Xue K, et al. Prediction for 2-Year Vision Outcomes Using Early Morphologic and
Functional Responses in the Comparison of Age-related Macular Degeneration
Treatments Trials. Ophthalmol Retin. 2023;7:564-72. https://doi.org/10.1016/
j.oret.2023.02.008.

Garweg JG, Do DV, Korobelnik JF, et al. A pooled analysis of the CANDELA,
PHOTON, and PULSAR trials through 96 weeks: comparably low intraocular
inflammation (IOl)-related events with aflibercept 8 mg and 2 mg. Invest Oph-
thalmol Vis Sci. 2025;66:3070 OR if you want to emphasize that it was an
ARVO poster: Garweg JG, Do DV, Korobelnik JF, et al. A pooled analysis of
the CANDELA, PHOTON, and PULSAR trials through 96 weeks: comparably
low intraocular inflammation (I0l)-related events with aflibercept 8 mg and
2 mg. Abstract presented at: 2025 ARVO Annual Meeting; May 4-8, 2025;
Salt Lake City, UT. Invest Ophthalmol Vis Sci. 2025;66:3070.

Sarao V, Veritti D, Bonini F, Martin AA, Lanzetta P. Early intraocular pressure
dynamics following aflibercept 8 mg versus aflibercept 2 mg: a propensity score-
matched analysis. Eye. 2025;39:1933-9. https://doi.org/10.1038/s41433-025-
03765-7.

Paris A, et al. Short-term intraocular pressure changes after intravitreal afli-
bercept 2 mg, aflibercept 8 mg and faricimab: a prospective, comparative study.
Br J Ophthalmol. 2025;109:600-5. https://doi.org/10.1136/bjo-2024-326053.

de Vries VA, Bassil FL, Ramdas WD. The effects of intravitreal injections on
intraocular pressure and retinal nerve fiber layer: a systematic review and meta-
analysis. Sci Rep. 2020;10:13248. https://doi.org/10.1038/s41598-020-70269-7.
Grzybowski A, et al. 2018 Update on Intravitreal Injections: Euretina Expert
Consensus Recommendations. Ophthalmologica. 2018;239:181-93. https://
doi.org/10.1159/000486145.

Binder KE, Bleidissel N, Charbel Issa P, Maier M, Coulibaly LM. Noninfectious
Intraocular Inflammation After Intravitreal Aflibercept. JAMA Ophthalmol.
2025;143:499-506. https://doi.org/10.1001/jamaophthalmol.2025.0969.
Sambhara D, Vakharia P, Eichenbaum DA. Real-world efficacy and safety of 8 mg
aflibercept in neovascular AMD: a case series. BMJ Open Ophthalmol 2025;10,
https://doi.org/10.1136/bmjophth-2024-002091.

Regeneron Pharmaceuticals, |. Three-year Results for EYLEA HD® (aflibercept)
Injection 8 mg Demonstrate Continued Durable Vision Gains and Anatomic
Improvements with Extended Dosing Intervals in Patients with Diabetic Macular
Edema, <https://newsroom.regeneron.com/news-releases/news-release-details/
three-year-results-eylea-hdr-aflibercept-injection-8-mg> (2024).

Bates BA, et al. The Efficacy and Safety of Intravitreal Aflibercept 8 mg in Clinical
Practice. J Vitreoretin Dis. 2025;24741264251383384, https://doi.org/10.1177/
24741264251383384.

Stoehr LN, et al. Intraocular inflammation following aflibercept 8 mg: real-world
data from a multicentre retrospective observational study. Int J Retin Vitreous.
2025;12:6. https://doi.org/10.1186/540942-025-00768-0.

Palm C, Zweifel SA, Gabathuler F, Cozzi M, Fasler K. Efficacy of Aflibercept 8 mg in
Pretreated Age-Related Macular Degeneration. J Clin Med 2025;14, https:/
doi.org/10.3390/jcm14144900.

Barbosa GCS et al. Real-World Functional and Anatomic Outcomes With Afli-
bercept 8.0 mg in Patients With Diabetic Macular Edema. J Vitreoretin Dis.
2025;24741264251376918, https://doi.org/10.1177/24741264251376918.

Grun M, Rothaus K, Lommatzsch AP, Faatz H. Early Outcome of Aflibercept 8 mg
for Neovascular AMD in the Real-world Setting. Klin Monbl Augenheilkd.
2025;242:1224-32. https://doi.org/10.1055/a-2655-8854.

Abu Ishkheidem |. et al. Real-world outcomes of aflibercept 8 mg in patients
previously treated for neovascular age-related macular degeneration. Acta
Ophthalmol. 2025; https://doi.org/10.1111/a0s.17590.

Cattaneo J, De Oliveira Figueiredo EC, Montesel A, Vermeirsch S, Eandi CM. Early
real-world outcomes of intravitreal aflibercept 8 mg in treatment-Naive neo-
vascular AMD: Al-assisted fluid volume analysis. Int J Retin Vitreous. 2025;11:42.
https://doi.org/10.1186/540942-025-00665-6.

Ophthalmol.  2021;232:90-97.  https://doi.org/10.1016/

Eye


https://doi.org/10.1001/jamaophthalmol.2023.2421
https://doi.org/10.1001/jamaophthalmol.2023.2421
https://doi.org/10.3390/pharmaceutics15051416
https://doi.org/10.1016/S0140-6736(1023)02577-02571
https://doi.org/10.1016/S0140-6736(1023)02577-02571
https://doi.org/10.1016/S0140-6736(1024)00063-00061
https://doi.org/10.1016/S0140-6736(1024)00063-00061
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761355s001lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761355s001lbl.pdf
https://www.ema.europa.eu/en/medicines/human/EPAR/eylea
https://www.ema.europa.eu/en/medicines/human/EPAR/eylea
https://www.santen.com/en/news/2025/2025_1/20250521_1#:~:text=May%2021%2C%202025%20%E2%80%93%20Osaka%2C%20Japan%20%E2%80%93%20Santen,kit%20114.3%20mg%2FmL%20%28hereinafter%20EYLEA%C2%AE%208mg%20pre-filled%20syringe%29
https://www.santen.com/en/news/2025/2025_1/20250521_1#:~:text=May%2021%2C%202025%20%E2%80%93%20Osaka%2C%20Japan%20%E2%80%93%20Santen,kit%20114.3%20mg%2FmL%20%28hereinafter%20EYLEA%C2%AE%208mg%20pre-filled%20syringe%29
https://www.santen.com/en/news/2025/2025_1/20250521_1#:~:text=May%2021%2C%202025%20%E2%80%93%20Osaka%2C%20Japan%20%E2%80%93%20Santen,kit%20114.3%20mg%2FmL%20%28hereinafter%20EYLEA%C2%AE%208mg%20pre-filled%20syringe%29
https://www.santen.com/en/news/2025/2025_1/20250521_1#:~:text=May%2021%2C%202025%20%E2%80%93%20Osaka%2C%20Japan%20%E2%80%93%20Santen,kit%20114.3%20mg%2FmL%20%28hereinafter%20EYLEA%C2%AE%208mg%20pre-filled%20syringe%29
https://doi.org/10.1016/j.ophtha.2025.08.022
https://doi.org/10.1016/j.ophtha.2025.08.022
https://doi.org/10.1016/j.ophtha.2025.10.028
https://doi.org/10.1038/s41433-026-04260-3
https://within3.com/
https://doi.org/10.1159/000381221
https://doi.org/10.1001/jamaophthalmol.2025.5098
https://doi.org/10.1038/s41433-019-0522-z
https://doi.org/10.1038/s41433-019-0522-z
https://doi.org/10.1016/j.ajo.2021.06.030
https://doi.org/10.1016/j.ajo.2021.06.030
https://doi.org/10.1136/bmjophth-2021-000957
https://doi.org/10.1136/bmjophth-2021-000957
https://doi.org/10.1371/journal.pone.0042014
https://doi.org/10.1371/journal.pone.0042014
https://doi.org/10.1016/j.ophtha.2015.08.015
https://doi.org/10.1016/j.ophtha.2015.08.015
https://doi.org/10.1016/j.oret.2023.02.008
https://doi.org/10.1016/j.oret.2023.02.008
https://doi.org/10.1038/s41433-025-03765-7
https://doi.org/10.1038/s41433-025-03765-7
https://doi.org/10.1136/bjo-2024-326053
https://doi.org/10.1038/s41598-020-70269-7
https://doi.org/10.1159/000486145
https://doi.org/10.1159/000486145
https://doi.org/10.1001/jamaophthalmol.2025.0969
https://doi.org/10.1136/bmjophth-2024-002091
https://newsroom.regeneron.com/news-releases/news-release-details/three-year-results-eylea-hdr-aflibercept-injection-8-mg
https://newsroom.regeneron.com/news-releases/news-release-details/three-year-results-eylea-hdr-aflibercept-injection-8-mg
https://doi.org/10.1177/24741264251383384
https://doi.org/10.1177/24741264251383384
https://doi.org/10.1186/s40942-025-00768-0
https://doi.org/10.3390/jcm14144900
https://doi.org/10.3390/jcm14144900
https://doi.org/10.1177/24741264251376918
https://doi.org/10.1055/a-2655-8854
https://doi.org/10.1111/aos.17590
https://doi.org/10.1186/s40942-025-00665-6

61. Leng T, et al. Early insights from real-world use of aflibercept 8 mg among eyes
with neovascular age-related macular degeneration (nAMD) switching from
other anti-VEGF agents. Invest Ophthalmol Vis Sci. 2025;66:3110.

62. Musadig M, et al. Early Real-World Outcomes of Switching to 8 mg Aflibercept
for Neovascular Age-Related Macular Degeneration in the United Kingdom. Life
2025;15, https://doi.org/10.3390/life15060903.

ACKNOWLEDGEMENTS

The authors would like to thank all of those involved in the CANDELA, PULSAR and
PHOTON studies that led to the regulatory submissions and approvals of aflibercept
8 mg: study investigators, and study staff, study participants and employees of the
study sponsors involved from protocol development through data analysis to
regulatory submissions. The authors would also like to acknowledge the role of
Professor Ramin Tadayoni as a former, dedicated co-author in the earlier drafting of
this manuscript. Medical writing and editorial support for the preparation of this
manuscript (under the guidance of the authors) and data collection via the Within3
platform was provided by Afsaneh Khetrapal of ApotheCom (UK), funded by Bayer
Consumer Care AG, Basel, Switzerland, in accordance with Good Publication Practice
standards (Ann Intern Med 2022;175:1298-1304).

AUTHOR CONTRIBUTIONS
All authors participated in the drafting and critical review of the manuscript and
approved the final manuscript for submission for publication.

FUNDING

The PULSAR study was sponsored by Bayer AG (Leverkusen, Germany) and co-
funded by Regeneron Pharmaceuticals, Inc. (Tarrytown, NY, USA). The PHOTON study
was sponsored by Regeneron Pharmaceuticals, Inc. (Tarrytown, NY, USA) and co-
funded by Bayer AG (Leverkusen, Germany). The SPECTRUM study was sponsored by
Bayer Consumer Care AG (Basel, Switzerland). Open access funding provided by Tel
Aviv University.

COMPETING INTERESTS

AL reported consulting fees from 4DMT, AbbVie, Adverum, Astellas, Aviceda, Bayer,
Beyeonics, Boehringer Ingelheim, Eyepoint, NotalVision, Ocular Therapeutix, Oculis,
Ocuphire Pharma, Opthea, Roche and Voiant. AS reported consulting fees from
Allergan, Apellis, Bayer, Novartis and Roche. CCW reported consulting fees and
research funding from Bayer, EyeBiotech, Genentech, Kodiak, Novartis and
Regeneron. CMGC reported consulting fees, speaker fees and grant funding from
Bayer, Roche, Novartis, Boehringer Ingelheim, Topcon, Zeiss, Janssen and Avirmax.
Member of the Eye editorial board. DE reported speaker fees from Astellas, Apellis,
Bayer, Genentech and Regeneron Pharmaceuticals Inc.; consulting fees from 4D
Molecular Therapeutics, AAVantgarde Bio, AbbVie, Adverum, Akari, Alexion, Amaros,
ANI, Annexon, Apellis, Astellas, Bausch & Lomb, Bayer, Bitfount, Boehringer
Ingelheim, Complement Therapeutics, EcoR1, Emmes, EyePoint, Focus/Skyline,
Genentech, Harrow, Imvionix, Kodiak, Kriya, Lexitas, Nanoscope, Neurotech, Notal
Vision, Novartis, Ocugen, Ocular Therapeutix, Ollin, Opthea, Orasis, PPD Thermo-
Fisher, Regeneron Pharmaceuticals Inc., Regenxbio, ReVive, RetinAl, Roche, Samsara,
Surrozen, Stealth, Stoke, Tilak, Unity; research funding from 4D Molecular
Therapeutics, AbbVie, Adverum, Aerie/Alcon, Alexion, Allegenesis, Amaros, Annexon,
Apellis, Astellas, Aviceda, Bayer, Boehringer Ingelheim, EyeBio, Eyepoint, Focus/
Skyline, Genentech, lonis, Janseen, Kodiak, Kyowa Kirin, Novartis, Ocular Therapeutix,
Oculis, Ollin, Opthea, ONL, Priovant, Regeneron Pharmaceuticals Inc., Regenxbio,
RetinAl, Roche, Stealth, Unity; is a stockholder for/has equity in 4D Molecular
Therapeutics, Amaros, Boston Image Reading Center, Eyepoint, Hemera Biosciences,
Ollin, ReVive and USRetina. FGH reported consultancy fees from AbbVie, Acucela,
Alcon, Alexion, Alnylam, Annexon, Apellis, Astellas, Bayer, Biogen, Boehringer
Ingelheim, Cirrus, Eyepoint, Galimedix, Genentech/Roche, Grayburg Vision, Heidel-
berg Engineering, Lin Bioscience, Jansen, Merck, Novartis, Oculis, Okuvision, Opthea,
Oxurion, Sanofi, Science, Stealth Biotherapeutics, RetinAl, TenPoint, Topcon, and
Zeiss; and financial support from Acucela, AbbVie, Allergan, Annexon, Apellis,
Astellas, Bayer, Bioeq, Centervue, Geuder, Genentech/Roche, Heidelberg Engineer-
ing, NightStar, Novartis, Science, Zeiss and 4D Molecular Therapeutics. J-FK reported

Eye

S. Sivaprasad et al.

consulting fees from 4DMT, AbbVie, Adverum, Apellis, Bayer, Boehringer Ingelheim,
Carl Zeiss Meditec, Eyepoint Pharma, Ocular Therapeutix, Roche, SeaBeLife and Thea;
and is a member of DSMB: Complement Therapeutics and Novo Nordisk. JZ-V
reported financial support and consultancy fees from AbbVie, Adverum, Alcon,
Alimera Sciences, Bausch & Lomb, Bayer, Brill Pharma, DORC, Esteve, Novartis, Oxular,
Preceyes, Roche, Sandoz, Topcon, ULMA Medical Technologies and Zeiss. Member of
the Eye editorial board. MRM reported consulting fees from AbbVie, Alcon, Alimera,
Allergan, Amgen, Apellis Pharmaceuticals, Astellas, Aviceda Therapeutics, Bayer,
Boehringer Ingelheim, Dandelione, Evolve Medical Education, Eyegnos consulting,
EyePoint Pharmaceuticals, GenSight Biologics, Isarna Therapeutics, Iveric Bio, Kubota,
LumiThera, Novartis, Ocular Therapeutics, Oculis, OcuTerra Therapeutics, OD-OS,
ONL Therapeutics, RetinAl, Roche, Sitalis, UBS analytics and Zeiss. MWS reported
consulting fees from Alkahest, Bayer, Biogen, Revena, Regeneron and Bayer; and
funding from Allergan, Kanghong and Regeneron. PL reported consulting fees from
4DMT, AbbVie, Adverum, Aerie, Apellis, Bausch & Lomb, Bayer, Biogen, Boehringer
Ingelheim, Celltrion, EyeBio, EyePoint Pharmaceuticals, Genentech, I-Care, Novartis,
Ocular Therapeutix, Outlook Therapeutics and Roche. RG reported consulting fees
from AbbVie, Advanz, Apellis, Astellas, Bayer, Biogen, Boehringer Ingelheim, Novartis,
Ocular Therapeutix, Outlook Therapeutics and Roche; and research funding from
Bayer, Heidelberg Engineering, and Roche. SS reported funding/fees from AbbVie,
Alimera Science, Amgen, Apellis, Astellas, Ashvatta Therapeutics, Bayer, Biogen,
Boehringer Ingelheim, Clearside Biomedical, Eyebiotech, Eyepoint Phamaceuticals,
Iveric Bio, Janssen Pharmaceuticals, Nova Nordisk, Oculis, Optos, Ocular Therapeutix,
Outlook Therapeutics, Kriya Therapeutics, OcuTerra, Ripple Therapeutics, Roche,
Stealth Biotherapeutics, and Sanofi; and received financial support from AbbVie,
Amgen, Apellis, Astellas, Bayer, Biogen, Boehringer Ingelheim, 4DMT, Eyebiotech,
Eyexora, Eyepoint Pharmaceuticals, Iveric Bio, Janssen Pharmaceuticals, Nova
Nordisk, Optos, Ocular Therapeutix, Oculis, Outlook Therapeutics, Kriya Therapeutics,
OcuTerra, Roche, Stealth Biotherapeutics and Sanofi. TS reported consulting fees
AbbVie, Bayer, Boehringer Ingelheim, Chugai/Roche, Jansen, Novartis, Senju, and
Kiora. TYW reported consulting fees from Aldropika Therapeutics, Bayer, Boehringer
Ingelheim, Eden Ophthalmic, Genentech, Iveric Bio/Astellas Pharma, Novartis,
Oxurion, Plano, Roche, Sanofi, Shanghai Henlius and Zhaoke Pharmaceutical; and
holds patents and is the co-founder of EyRiS and Visre. VC reported consulting fees
from Apellis, Bayer, Boehringer Ingelheim, EyePoint Pharmaceuticals, Janssen,
Novartis and Roche; and research funding from Bayer, Novartis and Roche. Member
of the Eye editorial board.

ADDITIONAL INFORMATION

Supplementary information The online version contains supplementary material
available at https://doi.org/10.1038/541433-026-04779-5.

Correspondence and requests for materials should be addressed to
Anat Loewenstein.

Reprints and permission information is available at http://www.nature.com/
reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims
in published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons

BY Attribution 4.0 International License, which permits use, sharing,
adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons licence, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons licence, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons licence and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this licence, visit http://creativecom-
mons.org/licenses/by/4.0/.

© The Author(s) 2026

SPRINGER NATURE


https://doi.org/10.3390/life15060903
https://doi.org/10.1038/s41433-026-04779-5
http://www.nature.com/reprints
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Aflibercept 8 mg in neovascular age-related macular degeneration and diabetic macular oedema: Translating clinical trials into clinical practice
	Introduction
	Methods
	Results
	SECTION 1: Newly diagnosed patients with nAMD and DMO
	SECTION 2: Previously treated patients with nAMD and DMO
	Some experts noted a few additional patient profiles who could benefit from a switch to aflibercept 8 mg
	SECTION 3: Treatment initiation in newly diagnosed patients with nAMD and DMO
	SECTION 4: Initiation of aflibercept 8 mg in previously treated patients with nAMD and DMO
	SECTION 5: Treatment response and dose regimen modification
	Some experts acknowledged that immediate extension to 16-week intervals may be limited to select patient cases
	While clinical experience supports fewer clinic visits for well-controlled patients on extended intervals, monitoring strategies can remain tailored to patient needs
	SECTION 6: Patient–physician dialogue

	Discussion
	Acknowledgements
	Author contributions
	Funding
	Competing interests
	ADDITIONAL INFORMATION




