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Abstract

Purpose To provide consensus recommendations on the clinical use of aflibercept 8 mg in managing neovascular age-related
macular degeneration (nAMD) and diabetic macular edema (DME) in the real-world setting.

Methods A modified Delphi study was undertaken, involving ophthalmologists from specialized centers in Italy, to gauge
consensus on statements related to the use of aflibercept 8 mg in nAMD and DME. Two initial rounds of online surveys
were conducted, followed by 2 workshops to assess the clinical feasibility of selected statements and identify the behavioral
drivers and barriers to their adoption in practice. Consensus was defined as >75% agreement (‘strongly agree’ or ‘somewhat
agree’).

Results Consensus was reached for 30 initial statements, following refinement and discussion. Of these, 12 statements were
analyzed and discussed at the behavioral workshop. Statements covered clinical differentiation of aflibercept 2 mg and 8 mg,
treatment initiation in aflibercept-naive patients, switching to aflibercept 8 mg, optimal aflibercept 8 mg maintenance, and
safety considerations. There was expert group consensus that aflibercept 8 mg represents a viable treatment option with an
extended injection interval for patients with nAMD or DME, with the possibility of improving treatment adherence, and
therefore outcomes. Experts also discussed practical considerations in Italy and offered evidence-based guidance.
Conclusion Experts agreed that aflibercept 8 mg is a treatment option for both nAMD and DME with the potential to
improve treatment adherence. Although real-world data are limited, experts offered guidance on the management of nAMD
and DME in the context of aflibercept 8 mg.

Key messages
What is known

o Aflibercept 8 mg supports extended dosing intervals of up to 24 weeks in patients with nAMD and DME, with
comparable visual outcomes and a similar safety profile as aflibercept 2 mg dosed at 8-week intervals

What is new

e A modified Delphi study was undertaken, involving 17 ophthalmologists from specialized centres in Italy, to
gauge consensus and provide guidance on the use of aflibercept 8 mg in nAMD and DME, including the clinical
differentiation of aflibercept 2 mg and 8 mg, criteria for treatment initiation, switching to aflibercept 8 mg,
maintenance and safety considerations.

e In addition, recommendations are provided that may help improve clinical applicability of the provided guidance for the
treatment of patients with nAMD and DME in Italy. Among others, recommendations include: Strengthening clinical
training programs to emphasize the importance of treatment extension in appropriate patients; cultivating a sense of
urgency among healthcare providers on the need for early diagnosis and treatment of nAMD to prevent irreversible loss
of vision; and strengthening patient education to promote understanding and to improve adherence.
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Introduction

Diabetic macular edema (DME) and neovascular age-related
macular degeneration (nAMD) are leading causes of vision
loss and blindness in adults, imposing substantial burdens
on patients, caregivers, and health systems [1, 2]. The pro-
jected global prevalence of nAMD in 2040 is 288 million
and 29 million for DME by 2045 [3, 4]. With the incidence
of both conditions being age-related, the burden is expected
to rise substantially over time as the global population ages.

Intravitreal anti-vascular endothelial growth factor
(VEGF) therapy has transformed the management of DME
and nAMD by slowing disease progression and substantially
improving visual outcomes, and it is widely considered the
standard of care [5]. Commonly used agents include ranibi-
zumab, aflibercept, bevacizumab (off-label), faricimab, and
brolucizumab; all of which typically require ongoing intra-
vitreal injections with close monitoring, with patients receiv-
ing maintenance therapy at intervals ranging from every 4
weeks to up to 16 weeks (up to 20 weeks for brolucizumab
in nAMD) [1, 6]. However, regular intravitreal anti-VEGF
administration carries disadvantages: high visit and injection
frequency can result in adherence challenges; logistical and
financial burdens on the healthcare system; as well as emo-
tional and psychological impact on patients [7-9]. To reduce
the treatment burden, a high-dose formulation of intravitreal
aflibercept 8 mg was developed to allow extended dosing
intervals [ 10—12]. The increase in molar dose allows for pro-
longed VEGF suppression and potential maintenance treat-
ment of patients at intervals of up to 24 weeks after an initial
loading phase of monthly treatment [13, 14].

Aflibercept 8 mg was approved based on the CANDELA
and PULSAR trials in patients with nAMD, and the PHO-
TON trial in patients with DME, which demonstrated effi-
cacy comparable to aflibercept 2 mg. These studies showed
that aflibercept 8 mg supports extended dosing intervals of
up to 24 weeks during the maintenance phase, in patients
with nAMD and DME, compared with the standard 8-week
intervals for the 2 mg dose, with non-inferior visual out-
comes achieved at week 48. Despite the increased dose
and injection volume, these studies, with up to 96 weeks of
follow-up, show a similar safety profile and no new safety
signals compared with the 2 mg group [10—13].

Several key questions around the use of aflibercept 8 mg
remain, such as the identification of appropriate patient
populations, optimization of dosing intervals, establish-
ment of best practices for treatment switching, and imple-
mentation of ongoing monitoring through optical coherence
tomography (OCT) and visual acuity assessments. Further-
more, addressing potential safety concerns associated with
the increased injection volume — such as potential risk of
elevated intraocular pressure — is essential to ensure that
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aflibercept 8 mg provides meaningful outcomes in real-
world practice.

In this article we aim to provide practical guidance on
the use of aflibercept 8 mg in managing nAMD and DME in
real-world clinical settings. We also explore behavioral fac-
tors influencing the application of our guidance, to identify
potential solutions that may help improve the clinical appli-
cability of our recommendations for the treatment of nAMD
and DME patients in Italy.

Methods

To provide recommendations on the clinical use of aflibercept 8
mg in nAMD and DME, a modified Delphi approach [15] was
taken, involving a panel of 17 ophthalmologists from specialized
centers in Italy (Appendix 1), in meetings convened and funded
by Bayer. A leading panel of 8 clinical experts (Appendix 2)
defined the scope of the consensus and drafted initial statements
based on their clinical experience and published literature. A
third-party agency (The Bloc Milan; funded by Bayer) assisted
in the collation and qualitative/quantitative analysis of the sur-
vey responses, and the development of the manuscript, under
the guidance of the authors. Bayer was not involved at any stage
of the Delphi consensus apart from providing a courtesy review
during the development of the manuscript.

The panel was invited to vote anonymously online on each
statement to gauge consensus. The level of agreement or dis-
agreement on each statement was expressed on a Likert-type
scale (1=strongly agree, 2=somewhat agree, 3=neither
agree nor disagree, 4=somewhat disagree, and 5=strongly
disagree). Explanations were requested only for responses
indicating strong disagreement (5 =strongly disagree). Con-
sensus for each statement was considered achieved when
>75% of respondents answered either ‘strongly agree’ or
‘somewhat agree’. The first online vote was held on May
26, 2025. Statements that did not achieve consensus were
reviewed, modified, and revoted online on June 9, 2025.

Following the panel’s agreement on the statements, 2
workshops were conducted on July 15 and July 17, 2025,
to assess the clinical feasibility of selected statements and
identify the behavioral drivers and barriers to their adoption
in practice. A total of 7 experts (Appendix 3) attended, across
the 2 workshops. The process was divided into 3 phases. The
first phase was to select statements of clinical importance
and transform them into observable and actionable behavior.
The second phase involved brainstorming factors that influ-
ence specific behavior. This step was carried out based on
the COM-B (Capability, Opportunity, Motivation — Behav-
ior) model [16, 17], which is widely used in behavioral
sciences to understand and modify behaviors. Capability
encompasses clinicians’ and patients’ knowledge, cognitive
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skills, and psychological readiness. Opportunity refers to
environmental and systemic enablers or constraints, such
as care infrastructure and interprofessional collaboration.
Motivation reflects beliefs, emotional drivers, and personal
goals that guide decisions [17]. The third phase involved ide-
ation of solutions to facilitate the performance of the desired
behavior based on the behavior change wheel [17].

Results and discussion

A total of 30 consensus statements were proposed, covering
the clinical differentiation of aflibercept 2 mg and 8 mg, cri-
teria for treatment initiation, switching to aflibercept 8 mg,
maintenance, and safety considerations. All statements were
refined as required, discussed, and subsequently achieved
consensus (Table 1), with just one statement (statement 23)
requiring amendments and a second round of voting. Of these,
12 statements were subsequently analyzed and discussed at
the behavioral workshop (Supplementary Tables 1-11). It is
noted that Statements 2 and 30 achieved just over 75% con-
sensus and thus, may need to be interpreted with caution.

Clinical differentiation of aflibercept 2 mg and 8 mg

Aflibercept 8 mg was developed to provide prolonged
VEGF suppression, thereby reducing the dosing frequency
required for the treatment of nAMD and DME.

In the pivotal Phase III PULSAR study, adults with
nAMD were randomized 1:1:1 to aflibercept 8 mg every 12
weeks (Q12W), aflibercept 8 mg every 16 weeks (Q16W),
or aflibercept 2 mg every 8 weeks (Q8W), following 3 initial
monthly doses in all groups [12, 13]. From week 16, patients
in the aflibercept 8 mg groups had their dosing interval
shortened if prespecified dose regimen modification crite-
ria denoting disease activity were met. Dosing intervals in
patients receiving 8 mg could be shortened in Years 1 and 2,
or extended in Year 2 based on prespecified criteria, with a
minimum dosing interval of 8§ weeks and a maximum of 24
weeks [13]. Clinically, aflibercept 8 mg administered Q12W
or Q16W after 3 initial monthly injections achieved non-infe-
rior gains in best-corrected visual acuity (BCVA) compared
with aflibercept 2 mg Q8W after 3 initial monthly injections.
Specifically at 48 weeks, the mean BCVA change from base-
line was + 6.7 and + 6.2 letters for the aflibercept Q12W and
Q16W groups, respectively, and + 7.6 letters for the afliber-
cept 2 mg group; with the difference in least square mean
changes from baseline to week 48 within the non-inferiority
margin of 4 letters [12]. Efficacy was maintained through
week 96 of PULSAR, with mean BCVA gains of + 5.6 and
+ 5.5 versus + 6.6 letters for the aflibercept 8 mg Q12W and
Q16W groups versus aflibercept 2 mg, respectively [13].

In the pivotal Phase II/IIl PHOTON study, adults aged 18
years or older with type 1 or 2 diabetes and center-involved
DME were randomly assigned (1:2:1) to intravitreal afliber-
cept 2 mg Q8W, aflibercept 8 mg Q12W, or aflibercept 8
mg Q16W, following initial monthly dosing. From week
16, dosing intervals for the aflibercept 8 mg groups were
shortened if patients met prespecified dose regimen modifi-
cation criteria denoting disease activity. Dosing intervals in
patients receiving 8 mg could be shortened in Years 1 and
2, or extended in Year 2 based on prespecified criteria; the
minimum dosing interval was 8 weeks and a maximum of
24 weeks [18]. The PHOTON study in patients with DME
reported similar results to PULSAR, with non-inferior
BCVA gains for the aflibercept 8 mg arms compared with
aflibercept 2 mg at week 48, with mean changes of + 8.8
letters for the aflibercept 8 mg Q12W group, + 7.9 letters for
the aflibercept 8 mg Q16W group, and + 9.2 letters for the
aflibercept 2 mg Q8W group [11]. Efficacy was maintained
through week 96 of PHOTON, with mean BCVA gains of
+ 8.8 and + 7.5 versus + 8.4 letters for the aflibercept 8 mg
QI2W and Q16W groups versus aflibercept 2 mg, respec-
tively [18]. In both studies, more than 40% of patients in the
aflibercept 8 mg arms achieved a last assigned dosing inter-
val of at least 20 weeks at week 96 [13, 18]. Reassuringly,
both studies showed comparable safety outcomes between
the aflibercept 8 mg and 2 mg groups with similarly low
rates of intraocular inflammation [11, 12].

Extending dosing intervals has been desirable in the
management of DME and nAMD [19, 20]; in fact, frequent
injections have been associated with reduced adherence
which can result in poorer outcomes for patients [20].

Based on available data, aflibercept 8 mg has the poten-
tial of offering patients less frequent dosing compared
with aflibercept 2 mg, without compromising treatment
outcomes. However, there is an unmet need for more real-
world data to offer education and guidance on the use of
aflibercept 8 mg in clinical settings (Supplementary Tables
1 and 2).

Criteria for treatment extension post-loading in
aflibercept-naive patients (nAMD and DME)

Treat-and-extend (T&E) is the preferred strategy for initi-
ating anti-VEGF therapy among patients with nAMD and
DME because it proactively manages the disease, while
allowing the extension of treatment intervals and reducing
the overall number of clinic visits [21-24]. As with other
anti-VEGF therapies, the T&E strategy should be consid-
ered with aflibercept 8 mg treatment after the loading phase
where possible. However, some centers may not have the
capacity to closely follow and monitor patients, and in such
cases, where a T&E strategy cannot be implemented, a more
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Table 1 Consensus statements

Consensus statements Level of Behav-
agreement ioral
% analysis
Clinical differentiation of aflibercept 2 mg and 8 mg
1 Aflibercept 8 mg exhibits prolonged intraocular VEGF suppression, with pharmacokinetic modelling indicating ~ 88.2 Suppl.
active drug levels lasting up to 16 weeks — significantly longer than the 4-8-week window of aflibercept 2 mg, as Table 1

demonstrated in the PULSAR and PHOTON trials.
2 While the majority of patients achieve disease control with aflibercept 8 mg on Q12—-Q16W intervals, data from  76.5
the PULSAR and PHOTON trials indicate that more than 20% of patients have a Q24W assigned treatment inter-
val even at 156 weeks of follow-up. Therefore, extending treatment intervals beyond 16 and up to 24 weeks may
be clinically justified and should be pursued where feasible.

3 The extended dosing intervals enabled by aflibercept 8 mg may reduce treatment burden and improve adherence, 94.1 Suppl.
both of which are recognized predictors of real-world outcomes. Table 2
Criteria for treatment initiation post-loading in aflibercept-naive patients (nAMD and DME)

4 Treat-and-extend represents a clinically preferred strategy for aflibercept 8 mg, enabling personalized interval 94.1

optimization post-loading. In settings with logistical constraints or limited follow-up capacity, fixed aflibercept 8
mg dosing offers a pragmatic approach to implement the treat-and-extend regimen.

5 In nAMD, the PULSAR trial demonstrated that a large majority of patients can begin post-loading extension at 94.1 Suppl.
Q12W and further extend up to Q16W, though Q8W can be applied as a conservative starting point for interval Table 3
individualization.

6 In DME, post-loading extension to Q12W with aflibercept 8 mg is supported by the PHOTON trial in over 90%  94.1 Suppl.
of patients, suggesting that Q12W may be a viable initial interval. In settings with logistical constraints or limited Table 4
follow-up capacity, fixed aflibercept 8 mg dosing offers a pragmatic approach to implement the treat-and-extend
regimen.

7 Post-loading intervals with aflibercept 8 mg should be individualized based on quantifiable markers of disease 100

activity — primarily retinal fluid dynamics and visual acuity — while considering patient-specific treatment history.
Why and how to switch from an aflibercept 2 mg to an aflibercept 8 mg regimen

8 Patients on aflibercept 2 mg could be transitioned to aflibercept 8 mg as able, subject to clinical discretion, cost 82.3 Suppl.
and access considerations, and patient preference, unless not indicated by the SmPC. Table 5

9 nAMD or DME patients treated with aflibercept 2 mg who exhibit persistent fluid or require injection intervals < 82.3 Suppl.
Q8W may be transitioned to aflibercept 8 mg, starting with a loading phase to optimize response. Table 6

10 For patients who are stable on aflibercept 2 mg and whose QoL is strongly affected by injection frequency or visit 94.1
burden, switching to aflibercept 8 mg may extend injection intervals without compromising efficacy.

11 Patient responders to >Q8W aflibercept 2 mg may be transitioned to aflibercept 8 mg, without a loading phase. 82.3 Suppl.
Table 7

12 Patient responders to >Q8W aflibercept 2 mg may be transitioned to aflibercept 8 mg at the next already sched- 82.3 Suppl.
uled injection, with the goal of further extending intervals using either a treat-and-extend or fixed strategy. Table 8

Why and how to switch from other anti-VEGF agents to aflibercept 8 mg in a patient currently treated
with other anti-VEGF agents

13 Aflibercept 8 mg is considered a valid option for patients with nAMD or DME with suboptimal anatomical and/ 100
or functional response to other anti-VEGF agents.

14 Patients requiring frequent (< Q8W) injections with other anti-VEGF agents due to persistent or recurrent exuda- 100
tion may be transitioned to aflibercept 8 mg, starting with a loading phase to optimize response.

15 Aflibercept 8 mg’s broader binding profile — including VEGF-A, VEGF-B, and PIGF — could provide additional =~ 94.1
benefit in patients unresponsive to anti-VEGF agents with a narrower spectrum of action, although clinical differ-
ences, compared with other agents, remain under investigation.

16  In nAMD patients unresponsive to other anti-VEGF agents, a large proportion of patients can begin post-loading  88.2
extension at Q12W and further extend up to Q16W, though Q8W remains a conservative starting point for inter-
val individualization. In settings with logistical constraints or limited follow-up capacity, fixed aflibercept 8§ mg
dosing offers a pragmatic approach to implement the treat-and-extend regimen.

17 In DME patients unresponsive to other anti-VEGF agents, post-loading extension to Q12W with aflibercept 8 mg  94.1
could be considered a reasonable initial interval. In settings with logistical constraints or limited follow-up capac-
ity, fixed aflibercept 8 mg dosing offers a pragmatic approach to implement the treat-and-extend regimen.

Why and how to switch from steroids to aflibercept 8 mg in a patient currently treated with steroids

18  Aflibercept 8 mg is a viable option in DME patients receiving intravitreal steroids for whom switching to an 94.1
anti-VEGF is clinically indicated due to poor/no response in functional and/or anatomical parameters, or steroid-
related side effects.

19  In steroid-refractory DME patients who respond to aflibercept 8 mg loading doses, post-loading extension to 94.1
Q12W with aflibercept 8 mg is a viable initial interval. Potential further interval extension using a treat-and-
extend regimen should be based on the stability of fluid and vision.
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Table 1 (continued)

Consensus statements Level of Behav-
agreement ioral
% analysis

20  In steroid-refractory DME patients who respond to aflibercept 8 mg loading doses, post-loading extension to 94.1
Q12W with aflibercept 8 mg is a viable initial interval. In settings with logistical constraints or limited follow-up
capacity, fixed aflibercept 8 mg dosing offers a pragmatic approach to implement the treat-and-extend regimen.

Optimal aflibercept 8 mg pathway during the maintenance phase

21  Treatment intervals with aflibercept 8 mg should be gradually extended toward the longest interval that maintains 100 Suppl.
disease stability, ideally up to 16 weeks, and potentially 20—24 weeks in all patients. Table 9

22 Injection intervals should be tailored to optimize both disease control and patient quality of life, with extension 100
guided by stability of fluid and visual function.

23 InnAMD, any increase in intraretinal fluid should prompt shortening of the treatment interval, even in the 82.3 Suppl.
absence of visual decline; whereas stable residual subretinal fluid may be tolerated before changing the treatment Table
schedule. 10

24 Due to extended visit intervals with aflibercept 8 mg, patients should be educated to recognize signs of visual 82.3
decline and, when feasible, supported with practical indications and home monitoring tools to help detect early
disease recurrence.

25  Clinical assessments during follow-up should be equally rigorous for both aflibercept 2 mg and 8 mg, as treat- 94.1
ment potency does not obviate the need for regular imaging and functional evaluation.

Safety considerations about aflibercept 8 mg

26  The safety profile of aflibercept 8 mg is comparable to that of aflibercept 2 mg, as confirmed in the PULSAR and  88.2
PHOTON trials, with no meaningful increase in serious ocular and non-ocular adverse events.

27  Patients should be instructed to promptly report symptoms suggestive of inflammation, vision changes, and float- 94.1
ers, to ensure early detection of adverse events.

28  Although the incidence of intraocular inflammation with aflibercept 8 mg is low and comparable to aflibercept 2~ 88.2
mg, clinicians should remain vigilant for signs of anterior or posterior segment inflammation.

29  The 70 pL volume of aflibercept 8 mg has not been associated with permanent increase in IOP, as confirmed by ~ 88.2 Suppl.
available clinical trials and real-world evidence; however, additional attention should be given in case of co- Table

existing glaucoma.

11

30  Administering aflibercept 8 mg at a slower injection speed may attenuate the transient IOP spike associated with ~ 76.5
the higher injection volume, although there is no conclusive evidence to support this.

Based on Oxford Centre for Evidence-Based Medicine’s 2011 Levels of Evidence [51]

DME diabetic macular edema, /OP intraocular pressure, nAMD neovascular age-related macular degeneration, PIGF placental growth factor,
O8W once every 8 weeks, QI2W once every 12 weeks, QI6W once every 16 weeks, Q24 once every 24 weeks, QoL quality of life, SmPC
Summary of Product Characteristics, VEGF vascular endothelial growth factor

proactive fixed-dose regimen could be considered over a
reactive pro re nata regimen [25].

In the PULSAR trial in patients with nAMD, the injec-
tion intervals started at 12 or 16 weeks after the 3 initial
monthly doses, with 79% of patients in the aflibercept 8§ mg
QI12W group and 77% of patients in the aflibercept 8 mg
Q16W group maintaining their assigned dosing regimen
up to 48 weeks. This suggests that an initial 12-week injec-
tion interval after initial monthly injections may be feasible
in most cases, with the potential to extend further in some
patients [12]. However, given that the results are based on a
clinical trial, which may not have accounted for the diver-
sity of real-world clinical scenarios, it is possible that some
may prefer a more conservative interval (e.g. 8 weeks) to
monitor response before extending intervals.

Similarly, for DME, the PHOTON trial showed that 91%
of patients maintained their assigned 12-week interval and
89% of patients maintained their assigned 16-week inter-
vals after initial monthly injections [11]. This suggests the

potential to extend the treatment frequency of aflibercept 8
mg to Q16W in appropriate patients.

Regardless of whether it is for patients with nAMD or
DME, treatment intervals with aflibercept 8 mg should be
personalized based on quantifiable markers of disease activ-
ity, such as retinal fluid presence/fluctuations detected using
OCT, and visual and anatomical assessments [23, 24, 26,
27]. Assessments can be performed at 8—12 weeks after the
initial monthly injections, and at regular intervals there-
after, to ensure close monitoring and timely intervention
if required (Supplementary Tables 3 and 4). Specifically,
guidance on fluid assessment may be needed for ophthal-
mologists to objectively assess patients and guide decision
making. While an extended dosing regimen is generally
welcomed, behavioral analysis found that it may compli-
cate logistical arrangements for some healthcare facilities.
Guidance on a flexible organizational approach may help
clinics devise a logistically feasible plan that allows for tai-
lored patient management. There is also an opportunity to
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reinforce education on the natural progression of nAMD
and DME to ensure extended treatment intervals do not
compromise outcomes.

Why and how to switch from an aflibercept 2 mg to
an aflibercept 8 mg regimen

Aflibercept 8 mg has been shown clinically to allow effective
treatment at intervals greater than Q12—16 W after the initial
monthly injections [11, 12], which could potentially lead
to improved adherence and treatment outcomes [27-29].
Switching from aflibercept 2 mg to aflibercept 8 mg may,
therefore, be considered in patients who have responded
to, or are responding to, aflibercept 2 mg (i.e. patients with
stable disease, defined clinically as 2-3 visits with a dry
retina and stable visual acuity following a treatment regi-
men up to the maximal extension based on the posology of
the drug). However, this is subject to clinical discretion and
varies between individual patients, considering safety con-
siderations, cost/access, and patient preference.

Patients who have responded to aflibercept 2 mg but have
exhibited persistent fluid (presence of fluid in 3 consecu-
tive monthly visits) [30] or that required a treatment interval
shorter than Q8W may benefit from a higher dose regimen.
Among these patients, it is advisable to start with initial
monthly injections after the switch, followed by a main-
tenance dosing of once every 8 weeks until stable disease
is achieved. While some clinicians may prefer switching
to another molecule in the presence of fluid, the fact that
the patient had responded initially to aflibercept suggests a
possibility of continued benefit from aflibercept at a higher
dose (Supplementary Tables 5 and 6). In this assessment,
both the amount and type of persistent fluid may influence
the clinician’s treatment decision—for instance, intraretinal
fluid may be less tolerated, as it is associated with poorer
visual outcomes.

For patients who have responded to and achieved stable
disease with aflibercept 2 mg, switching to aflibercept 8 mg
may allow extended treatment intervals without compro-
mised outcomes. In this scenario, switching from aflibercept
2 mg may not require loading doses of aflibercept 8 mg, but
rather a single dose administered at the previous treatment
interval, with subsequent extension or reduction of the inter-
val based on clinical findings. Inevitably, switching among
stable patients may involve adaptation from clinicians and
patients, as well as administrative or logistical adjustments,
and therefore the switch may be more advisable for patients
whose quality of life or adherence are affected by injection
frequency [31]. Importantly, switching therapy should be a
shared decision between clinicians and patients, and should
be individualized based on clinical conditions and patient
preference (Supplementary Tables 7 and 8) [32].
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Why and how to switch from other anti-VEGF agents
to aflibercept 8 mg

According to the UK Royal College of Ophthalmologists
commissioning guidance for AMD, switching an anti-
VEGEF therapy is indicated for patients who have a subop-
timal response after the loading phase, or at any other point
due to resistance to the current agent, or in cases of allergy
or presumed tachyphylaxis [30]. In this context, subopti-
mal response is defined as ‘intraretinal fluid or subretinal
fluid on OCT, other anatomic features of active or worsen-
ing disease (e.g., new subretinal hyperreflective material or
new hemorrhage), or unchanged (< 5-letter improvement)/
reduced VA due to nAMD, after three consecutive monthly
intravitreal injections. In such cases, switching to an alter-
native anti-VEGF therapy, including aflibercept 8 mg, is a
viable strategy. While the choice of therapy is beyond the
scope of the present paper, the decision should take account
of multiple factors such as response to prior therapy, patient
condition and preference, cost, and other regulatory or
logistical considerations. It is worth noting that the broad
binding profile of aflibercept allows it to bind to and inhibit
multiple members of the VEGF family, including VEGF-A,
VEGF-B, and placental growth factor (PIGF).

Switching to aflibercept 8 mg may also be appropriate
to reduce treatment burden, especially among patients who
are unable to adhere to existing treatment schedules [30].
While switching in these cases may theoretically be made
on a matched treatment interval [30], we recommend start-
ing with a loading phase to optimize results and adjusting
the treatment interval during the maintenance phase via a
T&E approach.

Why and how to switch from steroids to aflibercept
8 mg in patients with DME

Intravitreal corticosteroids have been shown to improve
vision in patients with DME but their effect can be modest
[24, 33]. Therefore, aflibercept 8 mg is a viable treatment
option for patients with DME who have had a suboptimal
functional or anatomical response, or steroid-related side
effects with intravitreal corticosteroid treatment. However,
it is important to consider the potential systemic adverse
events associated with intravitreal anti-VEGF therapy in
patients with diabetic retinopathy [34], necessitating indi-
vidualized risk assessment. Data are lacking regarding com-
bination therapy with aflibercept 8 mg and steroids, as well
as the timing of use of aflibercept 8 mg in the context of
intravitreal steroids. In the PHOTON trial, a 16-week wash-
out was required for patients who had received intraocular
steroids [11]. However, some experts recommend using
aflibercept 8 mg immediately after steroid treatment.
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For steroid-refractory DME patients responding to afliber-
cept 8 mg loading doses, a post-loading regimen of afliber-
cept 8 mg Q12W is considered a reasonable initial approach,
with subsequent adjustment to treatment intervals through a
T&E strategy based on fluid and vision stability. Fixed dos-
ing at Q8W may also be employed in clinical settings with
logistical constraints or limited follow-up capacity, though
this approach may not be practical for all patients.

Optimal aflibercept 8 mg treatment frequency
during the maintenance phase

It is reasonable to suggest that aflibercept 8 mg treatment
intervals should be extended gradually to the longest inter-
val that allows sustained disease control, ideally a frequency
of Q16W or potentially up to Q24W. An increase in treat-
ment interval reduces the treatment burden on patients and
healthcare systems, whilst maintaining vision gains and
fluid control [35]. The high burden of frequent injections
has been associated with non-adherence to anti-VEGF treat-
ment in both nAMD and DME [36], thus increasing treat-
ment intervals may improve long-term patient adherence
to treatment and lead to better outcomes [29]. However, it
is important that extension decisions carefully weigh the
capability and capacity for ongoing monitoring, especially
where resources for frequent follow-up visits are limited.
Failing to adequately monitor patients could result in miss-
ing early detection of fluid accumulation that would other-
wise trigger an increase in treatment frequency. Inadequate
monitoring can therefore lead to under-treatment and worse
outcomes for patients, potentially including permanent
vision loss [29, 37]. Monitoring is also important in the
timely detection of serious, albeit rare, treatment complica-
tions including endophthalmitis or retinal detachment [23].
Fluid stability according to OCT remains the primary guide
for interval adjustments, with visual acuity changes consid-
ered less directly linked to disease activity [38].

An earlier version of a statement regarding the indica-
tor for shortening treatment interval with aflibercept (state-
ment 23) failed to gain consensus during the first meeting.
The original statement, “Any increase in intraretinal fluid
should prompt shortening of the treatment interval, even in
the absence of visual decline, whereas an increase in sub-
retinal fluid may be tolerated before changing the treatment
schedule”, did not reach consensus because of disagreement
regarding the significance of an increased amount, or the
presence, of subretinal fluid. It was agreed, however, that
unchecked fluid recurrence can lead to suboptimal visual
outcomes [39]. It was eventually agreed that an increase,
especially if progressive, can indicate underlying disease
activity and risk of visual impairment [39]. Hence, the state-
ment was revised to reflect that increases in intraretinal fluid

volume are undesirable but stable residual subretinal fluid
(defined as fluid which persists without significant fluc-
tuation over consecutive visits, and without other signs of
disease activity [i.e. no intraretinal fluid, new retinal hem-
orrhage, subretinal hyperreflective material, or pigment
epithelial detachment], and is associated with stable visual
acuity) may be tolerated without needing to change the
treatment schedule. However, continued close monitoring is
recommended to ensure timely intervention.

In the absence of widely available and well-established
home monitoring devices, patients should be educated on
detecting potential adverse events and early signs of visual
decline. Clinical follow-up should remain rigorous with
regular OCT imaging and functional evaluations of visual
acuity to ensure ongoing disease control.

Aflibercept 8 mg safety considerations

The safety profile of aflibercept 8 mg was comparable to
that of aflibercept 2 mg in both the PULSAR and PHO-
TON studies, with similar rates of serious ocular or sys-
temic adverse events observed among patients receiving
the higher dose [11, 12]. A network meta-analysis based
on a systematic literature review of anti-VEGF therapies in
nAMD did not identify any significant differences between
aflibercept 8 mg and comparators in safety outcomes [40].

The 70 pL injection volume of aflibercept 8 mg has been
a theoretical concern, particularly regarding increases in
intraocular pressure (IOP), but clinical trials have shown that
the increases were comparable to aflibercept 2 mg and were
transient [11, 12]. Further observational studies have demon-
strated that transient IOP elevations following aflibercept 8
mg decreased progressively post-injection [41, 42]. Although
some experts suggest slower injection speeds might reduce
spikes, there is no conclusive evidence supporting this. Prac-
tices such as anterior chamber tap are recommended in spe-
cific cases [43, 44]. It is noted that patients with pre-existing
glaucoma should be closely monitored during treatment with
aflibercept 8 mg [41].

Incidences of intraocular inflammation were low and
comparable with both doses of aflibercept in clinical trials
[11, 12]. A retrospective case series involving patients with
nAMD or DME reported a 3.7% incidence of intraocular
inflammation per injection of aflibercept 8 mg. Reassuringly,
all cases were mild and resolved with anti-inflammatory
treatment without any loss of BCVA [45]. Pharmacovigi-
lance analysis of the FDA Adverse Event Reporting System
(FAERS) Database identified a possible increased risk of
retinal vasculitis with aflibercept 8 mg compared with 2 mg,
although it was noted that it was not possible to establish
causal relationships between formulations and AEs based
on these data [46].
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While clinical trial data support the overall safety of afliber-
cept 8 mg, concerns remain about the relatively short follow-up
period in the trials and the selective criteria for recruitment to
the study [11, 12], which may therefore not fully represent real-
world populations. These limitations highlight the importance
of ongoing post-marketing surveillance [12, 47, 48]. Long-
term real-world experience will be important, particularly with
regards to monitoring any intraocular inflammation events and
the potential implications related to the higher injection volume
in susceptible eyes. Patients should be advised to promptly
report symptoms such as inflammation, vision changes, or
floaters for early detection of adverse events for intravitreal
procedures in general, and clinicians should monitor patients
carefully after administration [49, 50].

There is a need for careful monitoring of individual
patients and general pharmacovigilance to build confidence
in the use of aflibercept 8 mg, but it is important to note the
robust evidence supporting the overall safety profile.

Clinical implications of the consensus

Here, we have reviewed the evidence for, and summarized
our recommendations on, the use of aflibercept 8 mg in clin-
ical practices. Aflibercept 8 mg represents a viable treatment
option with an extended injection interval for patients with
nAMD or DME, with the possibility of improving treatment
adherence, and therefore outcomes. Although real-world
data are limited [31], the expert panel discussed practical

considerations in Italy and offered evidence-based guidance
of how to manage various clinical situations.

The application of any clinical guidance hinges on the
capability of healthcare professionals in understanding the
whys and hows of changing practice, the opportunity for
such change to happen, as well as the motivation to modify
existing practice and take up new habits [17]. These factors
all substantially influence whether a clinical consensus can
be translated to improved practice and patient outcomes.
Therefore, we conducted a thorough behavioral analysis
against some clinically pertinent statements to identify
potential challenges that, if addressed, could facilitate the
advancement of therapy. The COM-B model [16, 17] has
been extensively applied in healthcare to structure inter-
vention design and behavior analysis, and it is supported
by over 750 scientific publications. Overall, we found an
opportunity to expand the reach and reinforce education
among healthcare professionals on novel therapies and
treatment strategies (such as individualizing a T&E proto-
col), as well as the natural progressions of nAMD or DME.
We also found substantial regulatory or organizational con-
straints, which may require additional evidence generation,
and organizational, technological, or logistical support (e.g.
remote monitoring or home OCT) to overcome. From a
motivational perspective, clinicians may also benefit from
knowledge and experience-sharing to gain confidence in
counselling patients and applying novel treatments and
treatment strategies in the real world. To address these chal-
lenges, we have provided recommendations (Fig. 1).

Recommendations:

appropriate patients.

+ Strengthen clinical training programs to emphasize the importance of treatment extension in

+ Cultivate a sense of urgency among healthcare providers on the need for early diagnosis and
treatment of NAMD to prevent irreversible loss of vision.

» Standardize treatment protocols to ensure consistent and effective care.
« Strengthen patient education to promote understanding and to improve adherence.

* Implement flexible T&E models supported by remote monitoring technologies such as home
OCT to alleviate concerns of undertreatment.

* For at-risk patients, employ balanced communication strategies and establish rigorous
monitoring protocols to ensure timely intervention.

Fig. 1 Strategies to address challenges in advancing the use of aflibercept 8 mg. nAMD, neovascular age-related macular degeneration; OCT, opti-

cal coherence tomography; T&E, treat-and-extend
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Our consensus is limited by the fact that all members
of our expert panel are from Italy and, as such, may not
fully reflect clinical situations in other parts of the world,
including where biosimilars of aflibercept 2 mg or off-label
bevacizumab may be required as first-line treatment. How-
ever, the panel represents varied healthcare facilities across
urban and rural parts of Italy. Another limitation is that our
focus is on the use of aflibercept 8 mg and we are unable
to discuss in-depth aflibercept 8 mg in comparison with
other anti-VEGFSs. Nevertheless, our consensus is balanced
by a key strength: the inclusion of behavioral analyses on
the clinical applicability of our consensus statements. This
uncovers potential barriers in applying our clinical recom-
mendations in the real world and helps define targeted strat-
egies to overcome them. The robustness of the development
process of the consensus along with the use of a behavioral
science framework provides comprehensive actions that can
be taken to further optimize and address barriers to imple-
mentation in clinical practice.
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