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Purpose: To evaluate visual and anatomical outcome of consecutive patients who received intravitreal injections (IVI) of faricimab
for the treatment of neovascular age-related macular degeneration (nAMD).

Patients and methods: A retrospective study of patients treated for nAMD with one to three [VIs of faricimab from October 2022
to January 2024. Demographic data, treatment history, best corrected visual acuity (BCVA), anatomic parameters, and adverse events
(AEs) were collected.

Results: After one IVI of faricimab, previously treated (n=160) eyes with a mean of 33.51 IVIs and treatment-naive (n=10) eyes
showed a mean BCVA gain of +0.59+0.52 letters (p=0.364) and +5.00+6.50 letters (p=0.461), respectively, and a mean central subfield
thickness (CST) reduction of —27.65+5.33 um (p<0.001) and —94.104+39.74 um (p=0.042), respectively. In treatment-refractory eyes
after switching from aflibercept (n=108), mean BCVA increased by +0.424+0.66 (p=0.745) and the mean CST improved by —21.98
+6.04 (p<0.001). After three IVIs of faricimab previously treated (n=106) and treatment-naive (n=5) eyes showed a mean BCVA
increase of +1.57+0.88 letters (p=0.051) versus +12.50+8.14 letters (p=0.185), and a mean CST reduction of —25.51+£5.82 um
(p<0.001) versus —82.60+36.20 um from baseline, respectively. In treatment-refractory eyes after switching from aflibercept (n=79),
mean BCVA improved by +2.15+1.08 letters (p=0.029) and mean CST decreased by —27.46+7.04 pm (p<0.001). Mean pigment
epithelial detachment (PED) was also significantly reduced even between the first and the third faricimab injection in previously
treated eyes (p=0.03). The proportion of eyes with intraretinal fluid and subretinal fluid improved significantly in all eyes and
treatment-refractory eyes after switching from aflibercept. Ocular AEs were reported in three out of 170 eyes, and one patient had two
stroke events during faricimab therapy.

Conclusion: Three [VIs of faricimab have the potential to improve visual acuity and anatomical parameters even in treatment-
refractory nAMD eyes with a mean dosing interval of more than 6 weeks.

Keywords: anti-vascular endothelial growth factor, intravitreal injection, treatment resistant nAMD, intravitreal dosing interval,
Vabysmo

Introduction

In addition to the currently most commonly used anti-VEGF drugs (approved: aflibercept, ranibizumab and brolucizu-
mab; off-label: bevacizumab) for neovascular age related macular degeneration (nAMD), the Food and Drug
Administration has approved faricimab for the treatment of nAMD and diabetic macular edema.'* Faricimab is an
IgG monoclonal antibody and — as a novelty — for the first time a bispecific antibody that inhibits two signaling pathways
by independently and simultaneously binding and neutralising both, angiopoietin-2 receptors and VEGF alpha.*
Angiopoietin-2, which is primarily produced by vascular endothelial cells, is elevated by hypoxic stress and is a cofactor
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for new vessel development.* The burden for patients, their caregivers and the healthcare system to facilitate continuous
monitoring and frequent injections is a major challenge. Longer duration and better patient outcomes are therefore
essential goals for drug manufacturer and physicians.” TENAYA and LUCERNE were the nAMD Phase 3 treatment-
naive clinical trials of intravitreal faricimab. At 48 weeks, visual acuity improvement and morphological outcome were
comparable and non-inferior to aflibercept 2mg. Given a fixed 8-week aflibercept interval, faricimab could be adminis-
tered at up to 16-week intervals with an acceptable safety profile.

Real-world studies are essential to complement the results of clinical trials and provide additional data on the efficacy
and safety of faricimab in the treatment of nAMD. The first real-world retrospective studies have been published.®2*
Two Japanese studies reported results of 40 to 60 eyes with treatment-naive nAMD,*’ and three American studies
described results for larger numbers of eyes with previously treated nAMD.'*"'? Sim et al showed one-year-effects of
faricimab for 117 eyes being switched due to high treatment burden.'® In addition, a prospective study presented the
results of 26 previously treated nAMD patients who were switched to intravitreal faricimab due to an unsatisfactory fluid-
free interval of up to 8 weeks.'> However, more real-world results are essential to improve and deepen our understanding
of faricimab responses.

Therefore, the aim of this real-world study was to evaluate the clinical functional and morphological outcomes of
faricimab treatment in consecutive nAMD patients, which, together with the present real-world results, may provide
further insights into the challenges of nAMD treatment, especially in the previously treated nAMD.

Materials and Methods

Study Design

This is a retrospective, observational, single-centre study of patients with neovascular AMD who were treated with 6 mg
(0.05 mL of 120 mg/mL faricimab) intravitreal injections of faricimab between October 2022 and January 2024, at the
Centre of Ophthalmology, Eberhard-Karls University Tuebingen. By including all patients who received at least one
injection of faricimab for the treatment of nAMD after European-approval, without using exclusion criteria, the real-word
data were evaluated. This study adhered to the tenets of the Declaration of Helsinki and was approved by the Institutional
Ethics Committee of the University of Tuebingen (441/2023B0O2). Informed consent was waived for this retrospective
study because all identifying patient data was omitted.

At the baseline visit before the first faricimab injection, demographic data were collected including age, gender,
number and name of previous anti-VEGF agents, if applicable. An ophthalmological examination including best
corrected visual acuity (BCVA), slit lamp biomicroscopy, and macular optical coherence tomography (Spectralis OCT;
Heidelberg Engineering, Heidelberg, Germany) was performed before each faricimab injection. OCT-Angiography was
not regularly taken, so we excluded it from our data collection.

All treatment-naive patients underwent fluorescein angiography at baseline. Snellen visual acuity was converted to the
Early Treatment Diabetic Retinopathy Study (ETDRS) letter scores using the following formula “ETDRS = 85 + 50 x
logl0 (Snellen Fraction)”.>> OCT was used to assess the following variables: central subfield thickness (CST), the
presence of subretinal and/or intraretinal fluid (SRF/IRF) and pigment epithelium detachment (PED). A custom 20° x 15°
volume acquisition protocol, which covered a 5.8 mm x 4.4 mm surface of the macula with 37 B-scans, corresponding to
121 pm interscan distance, was used. CST was determined as the mean retinal thickness between inner limiting
membrane and Bruch’s membrane of the circular area within Imm diameter around the fovea.”® The elevation of the
PED was measured from retinal pigment epithelium to Bruch’s membrane at the highest point of the PED. Assessment of
the scans was done by a single investigator (BK).

The primary outcomes were functional and anatomic efficacy of the real-world data.

Statistical Analysis

Mean and standard error (SEM) were used for continuous variables and percentages for categorical and dichotomous
variables, unless otherwise stated. Two continuous variables were compared using the Wilcoxon signed-rank test if they
were not normally distributed, or by using the paired samples #-test if they were normally distributed. The McNemar test
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was used to analyze two dichotomous variables. When more than two time points of dependent samples were analyzed,
the Friedman-Test (for continuous variables that were not normally distributed) or one-way analysis of variance (for
normally distributed variables) was used.

In addition, the following subgroup analyses were performed to determine the outcome in 1) all patients with at least
one faricimab for the treatment of nAMD without using exclusion criteria in both previously treated and treatment-naive
patients, and 2) in patients with treatment-refractory nAMD who crossed over from aflibercept and received at least 6
consecutive anti-VEGF injections prior to faricimab initiation. Statistical analyses were performed using commercial
software (GNU PSPP version 0.10.2-g654fff) and a p-value < 0.05 was considered statistically significant.

Results

Demographics and Patient Characteristics

One hundred and seventy eyes (136 patients) were treated with one intravitreal injection of faricimab. The mean age was
79.13+7.57 (standard deviation) (55-93) years. 55.9% (n=76) were female and 64.7% (n=110) were pseudophakic. Ten
(5.1%) eyes were treatment-naive and 160 (94.9%) eyes had received a mean of 33.51 injections of other anti-VEGF
agents prior to the first injection of faricimab. Baseline patient demographics are shown in Table 1.

Functional and Anatomic Outcome After One Injection of Faricimab

All eyes (n=170) showed a mean BCVA gain of +0.85+0.61 letters (p=0.286) and a mean CST reduction of —31.56+5.61
um (p<0.001). One-hundred sixty eyes of these patients were treated with other anti-VEGF agents for an average of
33.51 injections prior to their first faricimab injection. After switching to faricimab, they showed a mean BCVA gain of
+0.59+0.52 letters (p=0.364) and a mean CST reduction of —27.654+5.33 um (p<0.001). In treatment-naive patients (n=10
eyes), mean BCVA increased by +5.00+6.50 letters (p=0.461) and mean CST reduced by —94.10£39.74 pm (p=0.042).
The complete overview after one injection of faricimab is shown in Table 2. Dry macula was achieved in 25.3% (n=43)
of all eyes, in 25% (n=40) of previously treated eyes, and in 30% (n=3) of treatment-naive eyes. Resolution of IRF and
SRF was observed in 24.5% (n=25; p<0.001) and 34.3% (n=46; p<0.001) of all eyes, in 23.7% (n=23; p<0.001) and
33.9% (n=42; p<0.001) of previously treated eyes, and in 40% (n=2; p=0.500) and 40% (n=4; p=0.125) of treatment-
naive eyes, respectively (Figure 1). Mean height of PED decreased in all eyes by —30.63+4.72 pm (205.99+£9.49 vs
175.36£8.89; p<0.001; n=139), —28.53+4.40 pum (204.09+£9.39 vs 175.56+9.07; p<0.001; n=133) in previously-treated
eyes and —77.33£49.55 um (248.17+75.48 vs 170.83+49.51; p=0.179; n=06) in treatment-naive eyes.

Table | Baseline Demographics of All Patients with One Faricimab Injection. The
Characteristics of the Study Patients (SD — Standard Deviation, ETDRS — Early Treatment
Diabetic Retinopathy Study)

Number of eyes (patients) 170 (136)
Age in years (meantSD) 79.13£7.57 (55-93)
Female, n (%) 76 (55.9%)

Total number of anti-VEGF agents prior to the study (meantSD) 33.51%22.14 (3-95)

Prior anti-VEGF agent, n (%)

Aflibercept 95 (56.9%)
Ranibizumab 29 (17.1%)
Bevacizumab 36 (21.2%)
Treatment-naive 10 (5.9%)
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Table 2 Outcome After One Injection of Faricimab, n=170 Eyes (136 Patients)

Variable Baseline Follow-Up Change P-value
MeaniSEM MeaniSEM

All patients (170 eyes, 136 patients)

ETDRS (letters) 64.68+1.20 65.53%1.06 +0.85+0.61 0.286

CST (um) 335.99+7.46 304.44+6.27 —31.56%5.61 <0.001

Treatment-naive patients (10 eyes, 10 patients)

ETDRS (letters) 62.50+7.57 67.50+2.81 +5.00+6.50 0.461

CST (um) 393.50+37.34 296.70+9.63 —94.10+39.74 0.042

Patients switched from other anti-VEGF agents (160 eyes, 126 patients)

ETDRS (letters) 64.81%1.19 6541%1.11 +0.59+0.52 0.364

CST (um) 332.40+7.52 304.92+6.63 —27.65+5.33 <0.001

Patients switched from aflibercept (108 eyes, 91 patients)

ETDRS (letters) 64.91+1.39 65.32+1.34 +0.42+0.66 0.745

CST (um) 327.05%9.00 305.06+8.58 —21.98+6.04 <0.001

Subgroup Analysis of Treatment-Refractory nAMD After One Injection of Faricimab
One-hundred eight eyes of 91 patients (female: n=49 (53.8%)) with a mean age of 78.2748.17 (55-93) years were
refractory to aflibercept (40.17+20.26 (7-92)), the mean BCVA gain was +0.42+0.66 letters (p=0.745) and mean CST
showed a reduction of —21.984+6.04 pm (p<0.001) (Table 2). Dry macula was achieved in 22.2% (n=24) of treatment-
refractory eyes to aflibercept. Resolution of IRF and SRF was observed in 22.2% (n=14; p=0.001) and 27.9% (n=24;
p<0.001) of treatment-refractory eyes to aflibercept, respectively (Figure 1). Mean PED showed a decrease of —25.99
+5.78 um (188.65+10.85 vs 162.66+10.43; p<0001; n=90).

After Three Injections of Faricimab

A total of 111 eyes received three injections of faricimab with a mean interval of 6.574+2.85 weeks between faricimab
injections; the mean prior interval of other anti-VEGF was 7.53+£6.62 weeks in previously treated patients. In all patients,
mean BCVA increased by +2.16+0.95 letters (p=0.018) and mean CST decreased by —28.08+5.86 um (p<0.001) from
baseline. Patients who crossed over from other anti-VEGF agents (n=106 eyes) showed a mean BCVA increase of +1.57
+0.88 letters (p=0.051) and a mean CST reduction of —25.514+5.82 um (p<0.001) from baseline. In treatment-naive
patients (n=5), mean BCVA increased by +12.50+8.14 letters (p=0.185) and mean CST decreased by —82.60+£36.20 um
from baseline (p=0.085). In the post hoc analysis, there were no significant differences between all three faricimab
injections in any group. The results after three injections of faricimab are shown in Table 3.

Dry macula was reached in 19.8% (n=22) of all eyes, in 17.9% (n=19) of previously-treated eyes, and in 60% (n=3)
of treatment-naive eyes. Resolution of IRF and SRF was observed as follows: 13.4% (n=9; p=0.022) and 28.2% (n=24;
p<0.001) in all eyes, 9.4% (n=6; p=0.109) and 26.6% (n=21; p<0.001) in previously treated eyes, and 100% (n=3;
p=0.250) and 0% (n=0; p=0.250) in treatment-naive eyes, respectively (Figure 2). Mean height of PED demonstrated a
decrease of —41.91+£6.07 um (211.04=11.63 vs 169.14+10.78; p<0.001; n=95) in all eyes, —38.07+5.74 pm (207.98
+11.23 vs 169.91+£10.81; p<0.001; n=91) in previously treated eyes and —129.25+48.06 um (280.75+113.40 vs 151.50
+81.85; p=0.074; n=4) in treatment-naive eyes. In the post hoc analysis, there was a significant difference of the PED
height between the first and the third faricimab injection in all patients (176.14+11.07 vs 169.14+10.78; p =0.03) and in
previously treated patients (177.00+£11.18 vs 169.91£10.81; p = 0.03).
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Figure | The resolution of intraretinal fluid and subretinal fluid after one injection of faricimab in: (A) all eyes. (B) previously-treated eyes. (C) treatment-naive eyes. (D)
treatment-resistant eyes after switching from aflibercept.
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Table 3 Outcome After Three Injections of Faricimab, n=111 Eyes (99 Patients)
Variable Baseline Follow-Up Change P-value
MeaniSEM MeaniSEM

All patients (111 eyes, 99 patients)

ETDRS (letters) 64.28+1.50 66.44+1.34 +2.16+0.95 0.018

CST (um) 330.86+7.85 302.77+7.38 —28.08+5.86 <0.001

Treatment-naive patients (5 eyes, 5 patients)

ETDRS (letters) 57.50£12.09 70.00+4.65 +12.50+18.14 0.185

CST (um) 355.00£35.11 272.40+14.81 —82.60+36.20 0.085

Patients switched from other anti-VEGF agents (106 eyes, 89 patients)

ETDRS (letters) 64.67+1.45 66.44+1.34 +1.57+0.88 0.051

CST (um) 329.72+8.07 304.21+7.68 —25.51+5.82 <0.001

Patients switched from aflibercept (79 eyes, 67 patients)

ETDRS (letters) 63.80+1.65 65.95%1.61 +2.15%1.08 0.029

CST (um) 328.91+9.93 301.46%9.17 —27.46 +7.04 <0.001

Subgroup Analysis of Treatment-Refractory nAMD After Three Injections of Faricimab
Seventy-nine treatment-refractory eyes to aflibercept received three faricimab injections with a mean interval between
faricimab injections of 6.25+2.54 weeks. Mean previous interval of other anti-VEGF was 7.3+5.78 weeks.

Mean BCVA increased by +2.15+1.08 letters (p=0.029) and mean CST reduced by —27.46 £7.04 pm (p<0.001) from
baseline (Table 3). Dry macula was achieved in 15.2% (n=12) of aflibercept treatment-refractory eyes. Resolution of IRF
and SRF was observed in 12.5% (n=6; p=0.031) and 22.6% (n=14; p=0.004) of aflibercept treatment-refractory eyes,
respectively. Mean PED decreased by —34.77+£6.08 pm (202.72+12.56 vs 167.95£11.69; p<0001; n=64) in treatment-
refractory eyes to aflibercept. The post hoc analysis showed no significant difference in CST, ETDRS, and PED height
between all three faricimab injections.

Safety

Adverse events (AEs) were reported in four out of 170 (2.4%) eyes. There was one case of mild anterior chamber
inflammation after the first injection of faricimab, which was treated with topical steroids for one week until resolution.
The patient was switched back to ranibizumab. One patient had two minor strokes six weeks after the second faricimab
injection without any residuals. The treatment was continued with faricimab eight weeks after the strokes without any
problems. There was one case of subretinal hemorrhage two weeks after first faricimab injection. Treatment was switched
back to aflibercept and the visual outcome was good. One eye had RPE-rupture after the first injection of faricimab,
treatment was continued and the visual acuity remained stable after the RPE-rupture.

Discussion

Despite the demonstrated efficacy of the novel bi-specific antibody faricimab in treatment-naive nAMD patients, the
therapeutic effects of faricimab in recalcitrant nAMD patients remain unclear.* Therefore, the main interest of this real-
world study was to evaluate the response to faricimab switching in recalcitrant cases of nAMD.

In 160 consecutive eyes previously treated with anti-VEGF-agents (aflibercept, ranibizumab or bevacizumab), the
results showed that after one and three injections of faricimab the BCVA was maintained (+0.59 letters) and improved
(+1.57 letters), and the CST decreased significantly (—27.65 um and —25.51 um) compared to baseline. The height of the
PED was reduced significantly after one injection (—28.53 pm) and after three injections (—38.07 um) compared to
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Figure 2 The resolution of intraretinal fluid and subretinal fluid after three injections of faricimab in: (A) all eyes. (B) previously-treated eyes. (C) treatment-naive eyes. (D)
treatment-resistant eyes after switching from aflibercept.
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baseline, as well as between the first and the third injection. Resolution of IRF and SRF was observed in 23.7% and
33.9% after one injection and 9.4% and 26.6% of previously treated eyes after three injections, respectively. The minority
of our study patients (n=10) were treatment-naive. The mean BCVA showed an improvement after one (+5.00 letters) and
three injections (+12.50 letters) in this subgroup. The mean CST indicated a reduction after one (—94.10 pm) and three
injections (—82.60 um) and PED was reduced after one (—77.33 pum) and three injections (—129.25 pm). Resolution of
IRF and dry macula was observed in 100% and 60% of treatment-naive eyes after three injections. These results are
comparable to the visual and anatomical results of the clinical trials TENAYA and LUCERNE with visual improvement
of 5.8 ETDRS letters and CST reduction of —137 um in treatment-naive patients.* In the first real-world study, Stanga
et al reported an improvement in BCVA and central retinal thickness after one injection of faricimab in three treatment-
naive nAMD eyes and eight nAMD eyes previously treated with other anti-VEGF agents.” The visual and anatomical
results were confirmed by two Japanese studies on three injections of faricimab in treatment-naive nAMD. Dry macula
was achieved in 31 of 40 eyes (79.5%) at week 16.® Similar results reported Mukai et al in 63 treatment-naive eyes with
nAMD. They showed a complete resolution of IRF/SRF in 82% of the eyes.’ In both studies, the statistical significance
was reached after the first faricimab injection.®® The percentage of fluid resolution and dry macula achievement rate were
similar to this study. The real-word data from the TRUCKEE-Study showed a mean improvement in BCVA of +4.9
letters and a significant reduction in CST of —84.5 pum after one injection of faricimab in 39 treatment-naive eyes. After
three injections of faricimab, thirteen treatment-naive eyes showed an improvement in BCVA of +8.1 letters, a reduction
in CST of —80.1 pm, and a resolution of IRF and SRF in 45.5% and 25%, respectively.'® The results of Khanani et al,
which did not exclude any patients, were consistent with this study. All these results underline the fact that the efficacy of
faricimab in treatment-naive patients in the real-world is comparable to the results of pivotal trials.*

In contrast to the study settings with treatment-naive patients, most of our patients were previously treated with anti-
VEGF-agents. They showed maintenance of BCVA (+0.59 letters) and a significant reduction in CST of —27.65 pum in
previously treated eyes after one injection of faricimab. After three injections of faricimab, one hundred and six
previously treated eyes showed an improvement in BCVA of +1.57 letters and a significant reduction in CST of
—25.51 pm. This markedly worse visual and anatomical outcome compared to treatment-naive patients is in line with
real-world data analysis on patients with previously treated nAMD and a high average of 31.1-34.2 anti-VEGF injections
before switching to faricimab.'®"'* The improvement of functional outcome did not yield statistically significance similar
to other real-world studies.'"'*'” That might be secondary to development of macular atrophy as discussed in the study
of Sim et al'* or due to persistence of structural OCT biomarkers such as subretinal hyperreflective material
(SHRM),?"*® which were evaluated until now after treatment with other anti-VEGF agents.>*** However, treatment
switch to faricimab proved a significant reduction of CST, which was consistent with other real-world studies.'®'%!*1¢~
!9 Pandit et al and Sim et al showed also improvement of anatomical outcome after > 4 faricimab injections and at 12
months: the central foveal thickness decreased from 354.8 pm to 306.6 um'' and the mean CST was reduced by 22.1
um,' respectively. The differences in the anatomical outcome may be explained by a high mean of anti-VEGF injections
of 10.2 + 1.8/year preceding switch.'* In addition, patients crossed over from other anti-VEGF showed a resolution of
IRF and SRF in 9.4% and 26% of previously treated eyes, which is in line with the study of Khanani et al, Pandit et al
and Leung et al.'">"'* Furthermore, the study results regarding PED were slightly worse than in the TRUCKEE study but
similar to the improvement of PED height after > 4 faricimab injections in the study of Pandit et al although the mean
interval between the injections was shorter in both studies than in this study (43.5 days and 37 days vs 6.57 weeks).'*!!

Compared to the discussed results in previously treated patients, the results of switching from aflibercept to faricimab
in eyes with refractory nAMD seem to be slightly worse than in patients treated with other anti-VEGF agents. Kataoka
et al showed that central retinal thickness decreased significantly at 1 month, although statistical significance was lost at 6
months, BCVA and maximal PED elevation did not show significant changes and there were no significant reductions in
SRF, IRF, or sub-RPE fluid.?’ Inoda et al and Kishi et al also found no significant change in BCVA in 80 and 55 nAMD
eyes previously treated with either aflibercept or brolucizumab after one injection and three injections of intravitreal
faricimab, respectively.’’** These functional results are consistent with these real-world studies, but only after one
injection of faricimab. However, we did observe a significant improvement in BCVA after three injections of faricimab in
treatment-refractory nAMD eyes after switching from aflibercept. In addition, a significant reduction of CST was
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observed, as reported by Kataoka et al, Khanani et al, and the most recent study by Raimondi et al.''"*>2® Furthermore,
resolution of IRF and SRF was achieved in 12.5% and 22.6% of eyes, respectively, similar to the TRUCKEE-Study,
Kishi et al and Raimondi et al.'®?%?® In summary, these data demonstrate the significant efficacy of faricimab in the
reduction of the CST and maintaining visual acuity in recalcitrant nAMD-patients with up to three injections. These
results suggest that patients with persistent, previously treated nAMD could benefit from a monthly loading dose of
faricimab to achieve the best possible outcome of this drug. Khanani et al suggest treating these patients with three
monthly injections if possible, or maintaining their previous treatment interval for three injections before attempting to
extend dosing interval.'® However, Raimondi et al found no evidence that 2 vs 3 loading doses of faricimab had any
effect on clinical outcomes in 68 nAMD eyes after switching from at least 6 consecutive intravitreal injections of
aflibercept.”® In this study, an additional significant reduction of the PED height was observed between the first and third
intravitreal faricimab injections in previously treated eyes, supporting three faricimab injections after switching from
other anti-VEGF agents. Therefore, more data with longer follow-up are needed to draw conclusions regarding possible
extension of the treatment interval in recalcitrant nAMD-patients.

The safety of a newly approved drug may influence the decision of retinal physicians, as there are effective and safe
approved anti-VEGF agents for the treatment of nAMD. The main concern with intravitreal injection therapy is the
development of endophthalmitis or a retinal vasculitis. In our study, one pigment epithelium rupture, one mild anterior
chamber inflammation and one subretinal hemorrhage was observed after injection of faricimab. No endophthalmitis or
retinal vasculitis was observed. A recent systematic review and meta-analysis found no statistically significant differ-
ences in ocular adverse events and serious adverse events between faricimab and other anti-VEGF agents, confirming its
safety profile.”*

A limitation of our study is its retrospective design with a heterogenous study population and the absence of a control
group. Nevertheless, the absence of exclusion criteria is also considered as advantage of real-world-studies because it
better reflects the clinical practice. Another limitation is the fact that it is a monocenter study of the University Eye
Hospital of Tuebingen and therefore not representative of the average German population. However, these patients
represent the most challenging nAMD-patients with persisting fluid, as all patients were recruited from a tertiary referral
centre. Furthermore, the absence of data on OCTA (and therefore no differentiation between MNV-types) and structural
OCT biomarkers (such as subretinal hyperreflective material) is another limitation of this study. In addition, we only
evaluated the loading phase of intravitreal faricimab therapy for nAMD-patients. Therefore, the long-term outcomes of

intravitreal faricimab including impact of OCT biomarkers on functional and anatomical outcome remain to be evaluated.

Conclusion

In conclusion, our real-world-data suggest that three injections of faricimab have the potential to maintain visual acuity
and improve anatomical parameters, particularly for recalcitrant nAMD patients with persistent fluid and/or the need for
injection interval prolongation > 6 weeks. More and longer follow-up studies are needed to clarify the stability of
faricimab in the treatment of nAMD.
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