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Leading Ukrainian retinal disease specialists participated in the Advisory Board meeting held in
Kyiv in late September 2025. The meeting aimed to determine the optimal approaches to using
aflibercept 8 mg in Ukraine for sustained control of, and best possible treatment outcomes for patients
with, exudative retinal disease. This paper contains all the key recommendations for which all the
participants achieved consensus after discussion.
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Pharmacological properties of aflibercept

Aflibercept is a fully human recombinant fusion protein of domain 2 of vascular endothelial growth
factor (VEGF) receptor 1 and domain 3 of VEGF receptor 2 with the Fc fragment of immunoglobulin
(IgG)1 [1]. When compared to molecules of other anti-VEGF drugs, the molecule of aflibercept:

e Exhibits higher activity (the half-maximal inhibitory concentration value IC50 = 2.42 nM) [2]
e Exhibits stronger binding to VEGF-A165 (KD = 0.172 pM) [2,3]

e Has an increased number of targets for binding (VEGF-A, VEGF-B, placental growth factor (PIGF),
Gal-1) [1,4]

e Exhibits reduced immunogenicity (not more than 3%) [5]

An increase in the molar dose of aflibercept from 2 mg to 8 mg provides for a 34% reduction in the
rate of drug clearance from the eye, thus leading to a longer drug affect and allowing for a reduced
frequency of intravirtreal drug injections [1].

Aflibercept, a standard of treatment for exudative retinal disease

Aflibercept is considered a standard of care for exudative retinal diseases [6]. Most ophthalmologists
in Ukraine prescribe aflibercept as a first-line treatment for such disorders as neovascular age-related
macular degeneration (hnAMD), diabetic macular edema (DME), and central or branch retinal vein
occlusion (CRVO or BRVO).

Aflibercept 8 mg is an innovative high-dose aflibercept medication providing for sustained disease
control, with a longer drug affect allowing for a reduced frequency of intravirtreal drug injections, which
may potentially contribute to reduced patient costs, extended treatment intervals and improved eye
clinic capacity.

The European Medicines Agency (EMA) has approved Eylea 8 mg (aflibercept) for treating nAMD and
DME, allowing for extended treatment intervals up to 24 weeks [7]. Given the advantages of aflibercept
8 mg, the drug may become a new standard of treatment for exudative retinal diseases in Ukraine.

Primary patients with nAMD/DME

Itis recommended to consider aflibercept 8 mg as a treatment of choice in primary patients with nAMD/
DME, and, on indication, patients with CRVO or BRVO, given an opportunity for substantial reduction
in the number of required intravitreal injections.

Aflibercept 8 mg should be administered with caution in NAMD patients with:

e High retinal pigment epithelium detachment

e Significant choroidal thinning in the eye with nAMD and retinal atrophy in the fellow eye

These patients should be initially treated with aflibercept 2 mg, while other patients with nAMD/DME
patients should be initially treated with aflibercept 2 mg.

Treatment regimen of aflibercept 8 mg in primary patients with nAMD/DME

In order to achieve the best possible treatment outcomes for primary patients with nAMD/DME, the
dose of each intravitreal aflibercept injection should be 8 mg (70 uL of 114.3 mg/ml solution).

The optimal treatment regimen of aflibercept 8 mg in primary patients with nAMD/DME is as follows:
e Three loading injections at 4 week (~1 month) intervals
e The fourth loading injection 16 weeks (~4 months) after the third

e A monitoring visit may be scheduled 12 weeks (~3 months) after the third injection to assess
disease activity, if required:

In the eyes with signs of active disease, the fourth aflibercept 8 mg injection is given during the
monitoring visit, and the next injection is scheduled for 12 weeks later

In the eyes without signs of active disease, the fourth injection is not performed during the monitoring
visit but scheduled in 4 weeks (i.e., 16 weeks (~4 months) after the third injection).
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e When performing the fourth aflibercept injection, disease activity is assessed and the decision on
scheduling the next injection is made:

In the eyes without signs of active disease, the treatment interval is extended by 4 weeks (e.g., from
16 weeks to 20 weeks)

In the eyes with signs of active disease, the treatment interval is shortened by 2 weeks (e.g., from
16 weeks to 14 weeks)

e In a similar way, disease activity is assessed and the decision on scheduling the next injection
(whether to extend the treatment interval by 4 weeks or to shorten it by 2 weeks) is made when
performing each subsequent aflibercept injection

e The maximum treatment interval between aflibercept 8 mg injections is 24 weeks (~6 months), and
the minimum treatment interval is 8 weeks (~2 months)

e In order to maintain the achieved visual acuity for long time, regular aflibercept injections should be
administered as long as possible (for life, if the physician believes it is reasonable and if the patient
can afford it).

Figure 1 shows the treatment regimen of aflibercept 8 mg for nAMD/DME.

Criteria for shortening or extending the interval between aflibercept 8 mg injections

Fig. 1

Disease activity is assessed and the decision on extending or shortening the next injection interval is
made according to the criteria established based on the protocols of PULSAR and PHOTON trials.
The criteria for extending or shortening the interval have been standardized for nAMD and DME and
optimized to simplify their use in routine practice in Ukraine.

Current characteristics are compared with those at the time of making the third injection (i.e., after the
initial intensive phase of treatment) while assessing the disease activity.

Criteria for shortening the interval by 2 weeks:

e Visual acuity worsening by more than 1 line
OR

e An increase in central retinal thickness (CRT) by = 50 ym

Criteria for extending the interval by 4 weeks:
e Stable vision within one acuity line or improvement in vision
AND

e No change or an increase in CRT by < 50 ym

The criteria are additionally depicted in Fig. 2 for convenience.
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Fig. 2

nAMD/DME patients already receiving anti-VEGF therapy

In NAMD/DME patients already receiving anti-VEGF therapy (aflibercept 2 mg, brolucizumab or
faricimab), itis reasonable to consider switching to aflibercept 8 mg, given opportunities forimprovement
in treatment outcome. To be exact:

e |n patients that have achieved an extended interval between anti-VEGF injections (12-16 weeks),
given a good response to current treatment, switching to aflibercept 8 mg may allow extending the
interval to 24 weeks without efficacy loss

e |n patients with insufficient treatment response and/or a short injection interval (< 8 weeks), retinal
thickness may be further reduced and residual fluid may be removed by the higher molar dose of
aflibercept 8 mg, and the injection interval may be further extended due to a longer treatment effect
of aflibercept 8 mg

e In patients with a moderately long interval between anti-VEGF injections (8-10 weeks), switching to
aflibercept 8 mg may also allow further extending the interval.

Switching to aflibercept 8 mg from other anti-VEGF therapies

If a decision has been made on switching to aflibercept 8 mg from other anti-VEGF therapies, the
optimal switching scheme is as follows:

e |f stable vision and CRT and/or an extended interval between anti-VEGF injections (12-16 weeks)
were achieved, the first injection of aflibercept 8 mg is performed at the time that has been scheduled
for another anti-VEGF injection. The next injection of aflibercept 8 mg is scheduled with the previous
interval. When performing the second injection of aflibercept 8 mg, disease activity is assessed and
the decision on scheduling the next injection (whether to extend the treatment interval by 4 weeks
or to shorten it by 2 weeks) is made

e In patients with lack of response to initial anti-VEGF therapy and/or an interval between initial anti-
VEGEF injections of <8 weeks, 3 initial injections of aflibercept 8 mg are performed every 4 weeks,
with further treatment performed according to the standard aflibercept 8 mg treatment regimen.

The scheme for switching to aflibercept 8 mf from other anti-VEGF therapies is shown in Fig. 3.
Aflibercept 8-mg safety profile

Aflibercept 8 mg demonstrated a favorable safety profile in randomized trials and routine practice
which was comparable to that of aflibercept 2 mg [8-11]. Given the above data, the experts believe that
(1) wide introduction of aflibercept 8 mg in clinical practice would pose no additional threats, and (2)
no measures in addition to standard side effect prevention measures for intravitreal anti-VEGF therapy
are required.
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Fig. 3

Conclusion

The appearance of aflibercept 8 mg in Ukraine marked a turning point in the management of exudative
retinal disease due to a unique opportunity of extending the interval between injections in nAMD/
DME patients to 24 weeks. An increase in the therapeutic drug dose to 8 mg enables extending the
effective action to achieve sustained disease control with a favorable safety profile comparable to that
of aflibercept 2 mg.

This article was prepared with the support of Bayer
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