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Abstract

Aim: To evaluate the efficacy of a new Anti-VEGF molecules Faricimab 6 mg (0.05ml
of 120mg/ml) in resolving a refractory subretinal fluid (SRF) in wet AMD cases.

Method: We retrospectively reviewed a 64-year-old female Caucasian single eye
patient, presented to our clinic on September 2019 with (wet AMD) in the right eye &
advanced wet AMD with fibrosis and scar in the left eye. the patient decided to treat the
right eye only, she received initially 3 loading doses of aflibercept (40 mg/ml) and then was
shifted to a treat and extend regimen (T&E). Thew best corrected vision (BCA) has been
improved from 0.5 to 0.8 with persistence of subretinal fluid during the treatment period. On
her recent visit, the patient then shifted to Faricimab (Vabysmo 6mg).

Result: The swept source OCT (SS-OCT) image one month post Faricimab injection
showed a complete resolution of subretinal fluid with improvement of vision to 0.8 + 2.

Introduction

The fluid in (wet AMD) is still one of the great debates in the management of the
patients with wet age-related macular degeneration (wet AMD).

The main aim in the management of the patient with neovascular wet AMD is
to eliminate all the fluid in the anatomical compartments of the macula including
intraretinal fluid (IRF), subretinal fluid (SRF) and sub-retinal pigment epithelium fluid
(Sub-RPE) to achieve the best functional outcomes.

Whereas the negative vision impact of persisting intraretinal fluid (IRF) are
undisputed. There is a more argument about the persisting subretinal fluid (SRF). The
studies showed that the intraretinal fluid (IRF) negatively affected on visual outcome
at the baseline and through the treatment with direct correlation with the drop and the
recovery of vision (1). But with patients who have (SRF) at the baseline they do better
and the (SRF) is correlated with the better visual outcome [1,2].

The subretinal fluid (SRF) can be defined as a hyporeflective space between the
neurosensory retina and the retinal pigment epithelium (RPE). It could be neovascular
like in wet AMD or non-neovascular (degenerative) which has been hypothesized to be
due to the loss of RPE pump, destruction in the Mueller cell or failure in the extracellular
fluid resorption mechanism.

The (fluid is study) results showed that the patients with treat and extend (T&E)
protocol who tolerated some subretinal fluid (SRF) achieved same visual outcome with
a smaller number of injections in comparable with the treatment aimed to resolve all
subretinal fluid (SRF) completely [3].

So, regarding subretinal fluid some believe that the retina should be dry completely
and the other things that it is not necessary to treat and give more injections if the
vision and subretinal fluid (SRF) still are stable [4].

Method

This is a retrospectively reviewed case of bilateral wet AMD that presented to our
medical retina department at Sharif eye center, Amman, Jordan. She received intravitreal
aflibercept injections for the right eye neovascular age-related macular degeneration
between (September 2019 and September 2020).
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The best corrected vision (BCVA) of her right eye at the
baseline was 0.5 and the left eye was CF=1meter (Figure 1). SS-
OCT showed (SRF) of less than 200 pm with no (IRF)or sub RPE
fluid. The patient initially received three monthly loading doses
of aflibercept, the BCVA improved to 0.8 with reduction of sub-
foveal SRF from (172 pm to 115 pm). The patient was given
another two monthly injections, but the BCVA was stabilized to
0.8 with persistence of SRF (<200um)

The patient then received according to the treat and extend regimen
(T&E) a Q8 weeks injections of aflibercept that adjusted according to the
stability of vision and the level of subretinal fluid SRF [5].

The (SRF) during the treatment period over 2 years has been
stabilized to be less than 200 pm (Figure 2).

On her last visit to our clinic on September 2022 the patient was
shifted to the new Anti-VEGF molecule Faricimab (Vabysmo 6mg).
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Figure 1: Swept Source OCT Topcon image (SS-OCT), (a) SS-OCT: showed right eye wet-AMD with sub-foveal hyporeflective space (SRF). (b): SS-OCT of left

eye wet AMD with (IRF), scar and disrupted photoreceptor layer.
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Figure 2: Multiple SS-OCT images of the right eye during (T&E) treatment period over two years (2019-2022) that showed (SRF) fluctuations of less than 200 pm.
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Figure 3: (SS-OCT image) of the right eye before and after Faricimab injection, (a): Pre Faricimab injection SS-OCT, showed refractory SRF of average 140 um.(b):
Post Faricimab injection SS-OCT that showed complete resolution of refractory SRF.

Faricimab is the most recent Anti-VEGF&Ang-2 molecule that
approved by Food and Drug administration (FDA) and European
Medicines Agency (EMA) for the treatment of wet AMD and
diabetic macular edema (DME). It is a humanized by bispecific
monoclonal antibody that acts through the inhibition of both
VEGFA & Angiopoitin-2(Ang-2). Ang-2 has been shown to play
a role in the inflammation and vascular stability in the animal
models,the Faricimab was well Tolerated with an acceptable
safety profile with no evidence of any systemic side effects or
dangerous ocular side effects like ( occlusive retinal vasculitis)

[6].

Tenaya and Lucerne trials recently showed the benefits of
Ang-2 blockage through dosing up to every 16 weeks regimen
which will help in reducing the treatment burden.

Results

One month post Faricimab injection BCVA improved to 0.8 +
2 letters with complete drying out of refractory SRF on SS-OCT
(Figure 3) and this effect was maintained for eight weeks. Then
the patient scheduled to receive Faricimab injection every eight
weeks based on her BCVA and disease activity on OCT.

Discussion

The neovascular WET AMD is a common cause of visual
impairment in elderly aged group above the age of 50 years old.
The emergence of intravitreal anti VEGF therapy has significantly
improved the treatment outcomes in a patient with neovascular
AMD [8]. The persistence of fluid on OCT is associated with a
negative impact on vision especially when (IRF) and (SRF) are
parafoveal.The persistence of SRF in neovascular AMD could be
due to the

a): sub optimal treatment (inadequate frequency of
injections), b): refractory to the treatment (development of scars
within mature vessels, development of degeneration cysts) or
tachyphylaxis, c): incorrect diagnosis. Fluid volumes decrease
and increase due to the fluctuation of the disease activity.

Fluctuation in the foveal center had a negative adverse effect
on visual outcome leading to the development of fibrosis and
atrophy [9].

The SRF and sub RPE fluid were inconsistent with BCVA
while intraretinal fluid IRF was consistently associated with the
negative outcome [10-12].

Conclusion

The new Faricimab molecule with dual (Anti-VEGF&Ang-2)
action will open the gate for effective treatment of wet AMD with
effective drying out of all macular fluid compartments with a
smaller number of injections & open another debate about the
tolerability of subretinal fluid. We will need in future a further
large group studies to assess the tolerance of SRF with the new
era of new Anti-VEGF molecules.
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Abbreviations

SRF=Subretinal Fluid; IRF=Intraretinal Fluid; Sub-RPE: Sub-
Retinal Pigment Epithelium; Wet AMD=Wet Age-Related Macular
degeneration; T&E: Treat and Extend; SS-OCT=Swept Source-
Optical Coherence Tomography; BCVA=Best Corrected Visual
Acuity; Ang-2=Angiopoitin-2).
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