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Purpose: To evaluate real-world experience using intravitreal brolucizumab (IVBr), alone or in combination with aflibercept, in eyes 
with neovascular age-related macular degeneration (nAMD) treated previously with other inhibitors of VEGF (anti-VEGF).
Methods: This was a retrospective study of all eyes with nAMD treated with IVBr on a treat-and-extend protocol at a single center. 
Best-corrected visual acuity (BCVA), optical coherence tomography (OCT) at baseline and final visit, and drug-related adverse events 
were analyzed. Eyes with recurrent macular fluid on IVBr every 8 weeks were treated with a combination therapy alternating between 
IVBr and aflibercept every month.
Results: Among 52 eyes (40 patients) on IVBr, all had been previously treated with other anti-VEGF therapy, with 73% having 
persistent macular fluid. After a mean follow-up of 46.2±27.4 weeks on IVBr, the mean treatment interval for intravitreal therapy 
increased to 8.8±2.1 weeks on IVBr from a baseline of 6.1±3.1 weeks (p<0.001). Macular fluid decreased and BCVA was stable/ 
improved in 61.5% of eyes on IVBr. Ten eyes with increased macular fluid on IVBr monotherapy when extended to every 8 weeks 
were treated with combination therapy alternating between IVBr and aflibercept every 4 weeks. In these eyes, 80% had improved 
macular fluid on OCT and 70% stable or improved BCVA after a median follow-up of 53 weeks on combination therapy. Mild 
intraocular inflammation developed in four eyes, all occurring on IVBr monotherapy, and none had associated vision loss.
Conclusion: In the real world, IVBr used to treat eyes with nAMD previously treated with other anti-VEGF therapies appears to be 
well tolerated and associated with an improvement in macular fluid, stabilization of BCVA, and/or increase in intravitreal treatment 
interval. Combination therapy alternating between IVBr and aflibercept monthly appears to be well tolerated and can be considered for 
eyes with macular fluid on IVBr every 8 weeks.
Keywords: age-related macular degeneration, aflibercept, anti-VEGF, brolucizumab, intravitreal injection; optical coherence 
tomography

Introduction
Neovascular age-related macular degeneration (nAMD) is the leading cause of vision loss in people aged 65 years or 
older in the US.1 Intravitreal anti-VEGF therapy has become the first line therapy for nAMD.2 Currently, there are several 
anti-VEGF drugs available for nAMD to limit vision loss, but they require repeated injections, usually indefinitely. 
Therefore, newer drugs with longer duration of effect are desired.

Intravitreal brolucizumab (IVBr) is a newer drug for nAMD approved by the US Food and Drug Administration 
(FDA) in 2019 based on the results of two phase III clinical trials—HAWK and HARRIER. These clinical trials showed 
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that IVBr administered every 8 or 12 weeks was noninferior to aflibercept administered every 8 weeks.3,4 However, 
postmarketing data and post hoc analysis revealed an increased risk for intraocular inflammation (IOI), retinal vasculitis 
(RV), and retinal vascular occlusion (RVO) associated with IVBr when compared to aflibercept.5 Since some cases of RV 
and RVO resulted in vision loss, IVBr has not been adopted as widely as other anti-VEGF drugs.

In order to assess the real-world safety and efficacy of IVBr in the treatment of nAMD, we conducted a single-center 
retrospective analysis of all eyes with nAMD treated with IVBr and evaluated the visual and anatomic outcomes of these 
eyes. Our analysis includes a subset of eyes that were refractory to IVBr monotherapy every 8 weeks and received 
a combination therapy consisting of alternating doses of IVBr and aflibercept every month.

Methods
This retrospective, single-center study included consecutive patients with nAMD who received 6 mg IVBr therapy 
between January 2020 and November 2021 at the Department of Ophthalmology and Vision Science, University of 
California Davis Health, Sacramento, California. This study complied with the tenets of the Declaration of Helsinki and 
was approved by the Office of Human Research (Institutional Review Board) at the University of California Davis 
Health. No informed consent was obtained since requirement for informed consent was waived by the Office of Human 
Research, given the retrospective study design.

In this study population, all patients had been previously treated with IV anti-VEGF therapy for nAMD and were 
switched to IVBr for recalcitrant fluid on spectral-domain optical coherence tomography (OCT) or new macular 
hemorrhage on maximum therapy, desire for extension of treatment interval, or both (See Figure 1). All patients were 
put on a treat-and-extend protocol. There was no prespecified loading phase of IVBr, since all eyes had been treated 
previously with other anti-VEGF drugs. Demographic data, including age, ethnicity, and history of any concurrent retinal 
or uveitic conditions in the study eye, were recorded. Prior to the switch to IVBr therapy, the number and type of anti- 
VEGF injections administered in the study eye and presence of macular fluid on OCT, if any, was recorded. Information 
collected included best-corrected visual acuity (BCVA), number of IVBr injections, central subfield thickness (CST, µm) 
on OCT, and presence of fluid on OCT at final visit. Safety data were collected on the number of drug-related adverse 
events, including IOI. IOI related to IVBr included any new iritis, vitritis, RV, and RVO noted in the study eye on clinical 
exam after starting IVBr therapy, A decrease in macular fluid was defined as a reduction in CST on OCT. An increase in 
macular fluid was defined as an increase in CST on OCT with an increase in intraretinal fluid (IRF) and/or subretinal fluid 
(SRF) on OCT line scans. A subset analysis was conducted for eyes that had recurrent macular fluid on IVBr every 8 
weeks and were treated with a combination therapy alternating between IVBr and aflibercept every month (Figure 1). For 
these eyes on combination therapy, the clinical data while on IVBr monotherapy were added to the total cohort.

Statistical Analysis
To calculate mean BCVA, mean logMAR BCVA was calculated and converted to Snellen VA equivalent. Summary 
statistics calculated and tests comparing patient demographics and clinical characteristics were conducted using SPSS 
28.0.1.0. Mixed-effect regression models were used to evaluate change from baseline while controlling for length of 
follow-up. Baseline measurements were fitted using SAS 9.4 for Windows (SAS Institute, Cary, NC). p<0.05 was 
considered statistically significant.

Results
Demographic Data
We identified 52 eyes (40 patients) with nAMD treated with IVBr (Table 1). Mean age was 81.3±9.5 years, and 69.2% 
were female. All 52 eyes had been previously treated with other IV anti-VEGF agents before starting IVBr. The anti- 
VEGF agents used previously were 42 (80.8%) aflibercept, nine (19.3%) ranibizumab, and one (1.9%) bevacizumab. 
Median duration on anti-VEGF therapy prior to starting IVBr was 27.5 (2–69) months. Median number of anti-VEGF 
injections prior to starting IVBr was 20 (3–64). Median and mean treatment interval of the anti-VEGF treatments just 
prior to starting IVBr were 5.0 (3.5–17.5) weeks and 6.1±3.1 weeks, respectively. In sum, 23 eyes (44.2%) were switched 
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to IVBr due to recalcitrant fluid (defined as either IRF, SRF, or both on OCT on maximum every 4 weeks therapy), 18 
eyes (34.6%) were switched to IVBr to extend treatment interval, and eleven eyes (21.2%) were switched to IVBr for 
a combination of these two reasons.

Anatomic and Functional Outcomes—IVBr Monotherapy
At baseline prior to starting IVBr, mean logMAR BCVA was 0.599±0.544 (Snellen equivalent 20/80) and mean CST on 
OCT 291.5±112.9 µm. Macular OCT showed no fluid in 13 eyes (25.0%), SRF in 18 eyes (34.6%), IRF in 14 eyes 
(26.9%), and both IRF and SRF in six eyes (11.5%). One eye (1.9%) had a new macular hemorrhage. Median and mean 
duration of follow-up on IVBr were 37 (9–89) weeks and 46.2±27.4 weeks, respectively.

Table 2 summarizes the visual and anatomic changes noted in the study eyes after starting IVBr monotherapy. On 
IVBr, the mean number of injections was 7.1±3.3 with a median IVBr treatment interval between injections of 8 (4–15) 

Figure 1 Flow diagram of study eyes with neovascular age-related macular degeneration (AMD) treated with intravitreal brolucizumab (IVBr) and included in the study. All 
eyes had had prior treatment with other intravitreal drugs that inhibit VEGF (anti-VEGF) before starting IVBr. 
Abbreviation: OCT, optical coherence tomography.
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weeks. Mean treatment interval on IVBr was 8.8±2.1 weeks, which was significantly increased from baseline of 6.1±3.1 
weeks (p<0.001). At last visit on IVBr monotherapy, three eyes (5.8%) were on a 4- to 6-week treatment interval, 29 eyes 
(55.8%) on an 8-week interval, 15 (28.8%) on a 9- to 10- week interval, and five (9.6%) had extended to an interval of 
≥12 weeks.

At the final visit on IVBr monotherapy, 13 eyes (25%) had no fluid, 16 eyes (30.8%) had SRF, 16 eyes (30.8%) had IRF, 
and seven eyes (13.4%) had both SRF and IRF. Overall, macular fluid had decreased in 32 eyes (61.5%) from baseline with 
improvement in IRF and/or SRF on IVBr. BCVA was stable or improved in 32 eyes (61.5%) on IVBr, but the mean BCVA at 

Table 1 Baseline characteristics of the study population

Mean age, years (SD) 81.3 (9.5)

Sex (%)

Female 36 (69.2)

Male 16 (30.8)

Eye (%)

Right 28 (53.8)

Left 24 (46.2)

Anti-VEGF treatment prior to switch (%)

Aflibercept 42 (80.8)

Ranibizumab 9 (19.3)

Bevacizumab 1 (1.9)

Median duration of prior anti-VEGF therapy, months (range) 27.5 (2–69)

Median number of injections of prior anti-VEGF therapy, (range) 20 (3–64)

Reason for change of therapy to IVBr, n (%)

Persistent recalcitrant macular fluid 23 (44.2)

Extension of treatment interval 18 (34.6)

Both 11 (21.2)

Previous anti-VEGF treatment interval prior to brolucizumab, weeks (mean (SD) 6.1 (3.1)

Number of intravitreal injections with prior anti-VEGF agent (%)

1–5 9 (17.3)

6–10 4 (7.7)

>10 39 (75.0)

Baseline macular fluid status (%)

Subretinal fluid (SRF) only 18 (34.6)

Intraretinal fluid (IRF) only 14 (26.9)

Concurrent SRF and IRF 6 (11.5)

Macular hemorrhage 1 (1.9)

No fluid 13 (25.0)

Abbreviations: IVBr, intravitreal brolucizumab; SRF, subretinal fluid; IRF, intraretinal fluid.
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final follow-up was 20/96, which was significantly worse than baseline mean BCVA of 20/80 (p=0.03) after controlling for 
length of follow-up and baseline BCVA (Table 2). The amount of change in BCVA from baseline was significantly associated 
with baseline BCVA (p=0.03). After controlling for variable length of follow-up and baseline CST, the mean CST at final 
follow-up was 276.8±87.1 μm, which trended lower but was not significantly different from baseline CST of 291.5±112.9 
(p=0.14). Baseline CST was significantly associated with change in CST (p=0.012). For every unit increase in CST at baseline, 
the expected change in final CST was −0.42 after controlling for length of follow-up.

Before starting IVBr monotherapy, 14 eyes had no macular fluid (including one eye with new macular hemorrhage) 
and 38 (73%) eyes had residual macular fluid on OCT. Of the 14 eyes with no macular fluid at baseline, eight remained 
without macular fluid at last follow-up visit, and six had developed recurrent macular fluid after IVBr treatment interval 
was increased to every 8 weeks after the first three monthly loading doses. Of the 38 eyes with persistent macular fluid at 
baseline, seven (18.4%) achieved full resolution of fluid at a median 14 (4–60) weeks with an average treatment interval 
of 9.14±1.6 weeks, 18 (47.4%) had persistent fluid that was not worse at last follow-up, and 13 (34.2%) had initial 
resolution of fluid at a median 7 (4–80) weeks, but eventually had recurred macular fluid at a median 9 (7–17) weeks) 
after the IVBr treatment interval of was increased. The average IVBr treatment interval for these 31 eyes with persistent 
or recurrent macular fluid was 8.33±1.8 weeks.

Anatomic and Functional Outcomes—Combination-Therapy Subset
Ten eyes (ten patients) with recurrent or increased macular fluid after increasing IVBr treatment interval to 8 weeks were 
started on a combination therapy alternating between IVBr and aflibercept every month. All ten eyes in this combo group 
received Eylea monthly before switching to IVBr monotherapy. An alternating monthly dose of Eylea and IVBr was used 
in this combination-therapy group, because increased macular fluid was noted when IVBr treatment interval was 
increased to every 8 weeks after the first three loading doses of IVBr, as required for insurance coverage. The mean 
number of IVBr injections prior to the switch was 5.4±3.0. Just prior to starting combination therapy, mean BCVA and 
CST on OCT were 20/75 and 310±91.2 μm, respectively. The median period of follow-up on combination therapy was 53 
(8–67) weeks. On this combination therapy with alternating anti-VEGF treatment every 4 weeks, macular fluid improved 
in 80% of eyes (eight of 10) and BCVA was stable or improved in 70% of eyes (seven of ten). Table 2 summarizes the 
visual and anatomic changes in these ten study eyes on combination therapy. At the final follow-up on combination 
therapy, mean BCVA was 20/88, which was not significantly different from baseline mean BCVA before starting 
combination therapy (p=0.47). Mean CST on OCT at the final visit was 257.7±110.5 μm, which trended lower than 
mean baseline CST before starting combination therapy (p=0.06). In all ten eyes on combination therapy, recurrence of 
macular fluid between anti-VEGF injections was minimized. However, OCT at 4 weeks after IVBr tended to look slightly 
drier than OCT at 4 weeks after Eylea.

Safety
Four eyes (7.6%) of four patients developed IOI and IVBr was stopped. None of the eyes was on combination therapy. 
IOI occurred after the second IVBr injection in one eye, after the third IVBr injection in two eyes, and after the fourth 

Table 2 Visual and anatomic outcomes for intravitreal brolucizumab monotherapy and combined with intravitreal aflibercept

IVBr monotherapy (n=52) Combo IVBr + IVA (n=10)

Baseline Final follow-up p Baseline Final follow-up p

BCVA (logMAR) 0.599±0.544 0.685±0.551 0.03 0.635±0.378 0.647±0.586 0.47

CST (µm) 291.5±112.9 276.8±87.1 0.14 310±91.2 257.7±110.5 0.06

Mean treatment injections 7.1±3.3 4.9±2.0

Mean treatment interval, weeks 8.8±2.1 Every 4 weeks, alternating between IVBr and IVA

Abbreviations: BCVA, best-corrected visual acuity; IVBr, intravitreal brolucizumab; IVA, intravitreal aflibercept; CST, central subfield thickness.
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IVBr injection in one eye. Median time to IOI after starting IVBr was 22 (6–39 weeks). Time from last IVBr injection to 
development of IOI ranged from 6 to 79 days. IOI included mild iritis (three eyes) or vitritis (one eye), which resolved 
with topical corticosteroids in three eyes and without treatment in one. No RV or RVO was seen. No eye had vision loss 
associated with IOI. No serious adverse ocular events, such as endophthalmitis, retinal detachment, retinal tear, macular 
hole, or vitreous hemorrhage, was noted.

Discussion
IV anti-VEGF therapy for nAMD has limited duration of effect and requires frequent retreatment, often indefinitely. 
Therefore, newer therapy with longer duration of effect is desired. Based on the results of the HAWK and HARRIER 
studies, IVBr may be a newer anti-VEGF treatment for nAMD that achieves this aim. When administered every 8 and 12 
weeks, IVBr was not inferior to aflibercept administered every 8 weeks in terms of BCVA and OCT. The study eyes 
receiving IVBr gained on average six letter on BVCA, and 76% of patients had resolution of fluid over 96 weeks.6 

Furthermore, 37%–45% of patients were able to be maintained on an every-12-week treatment regimen.
However, it is well known that fixed anti-VEGF treatment regimens and well-defined inclusion and exclusion criteria 

used in clinical trials of anti-VEGF therapy for nAMD usually result in better functional and anatomic outcomes7,8 when 
compared to real-world data.9–11 Therefore, it is important to consider both clinical trials and real-world data when 
discussing treatment options for nAMD with patients.

In this study, we conducted a real-world analysis of the long-term anatomic and visual outcomes of eyes with nAMD 
treated with IVBr. None of the eyes was treatment-naïve, unlike the HAWK and HARRIER studies.6 Most of our study 
eyes had recalcitrant nAMD with persistent macular fluid, requiring very frequent anti-VEGF injections prior to starting 
IVBr. In fact, the indication for changing treatment to IVBr was persistent macular fluid on anti-VEGF therapy every 4 
weeks and/or the desire to increase treatment interval due to high retreatment burden.

Despite these baseline characteristics of our study eyes, macular fluid decreased in 61.5% of eyes and BCVA was 
stable or improved in 61.5% of eyes after changing to IVBr. Of the 38 eyes with persistent macular fluid before starting 
IVBr therapy, 18.4% achieved full resolution of IRF and SRF at a median 14 weeks after starting IVBr, and 47% 
had improved or stable macular fluid on IVBr. Slightly more than half of the eyes on IVBr were maintained on an 8-week 
treatment interval, and 10% had the interval extended to 12 weeks or beyond without increase in macular fluid. Thirteen 
eyes initially achieved full resolution of macular fluid on IVBr, but fluid recurred as treatment interval increased to every 
8 weeks. Among them, ten eyes were changed to combination therapy alternating between IVBr and aflibercept monthly 
to limit fluid recurrence.

VA was stable or improved in a majority of our study eyes on IVBr, but visual outcome was not as positive as the 
HAWK and HARRIER studies due to differences in baseline characteristics and treatment regimen protocols. In fact, our 
study showed a decrease in mean BCVA at the last follow-up on IVBr when compared to baseline. This decrease was 
statistically significant and noted after adjusting for the variable duration of follow-up of our study population. Further 
statistical analysis demonstrated that the amount of change in BCVA from baseline was significantly associated with 
baseline BCVA. Given that the mean duration of follow-up of our study was 46 weeks on IVBr and all eyes had prior 
anti-VEGF therapy for nAMD, a decrease in mean BCVA was not unexpected in our study population, since AMD is 
a progressive disease. Prior extended follow-up studies of treatment-naïve eyes with nAMD on chronic anti-VEGF 
therapy showed that mean BCVA improvement noted in the first 2 years on anti-VEGF therapy was lost with extended 
follow-up, due to progression of AMD and development of geographic atrophy involving the fovea.9,11 In our study 
population, which included eyes with recalcitrant nAMD with chronic macular fluid on prior anti-VEGF therapy, vision 
loss may have occurred sooner, since chronic macular fluid likely results in structural damage to the macula and vision 
decrease over time.12

Our real-world study with mean follow-up of 46 weeks on IVBr is unique, as it evaluates longer effects of IVBr 
therapy in eyes with nAMD with persistent activity on other anti-VEGF therapies. Several real-world studies have 
shown good anatomic and visual improvement at 4 weeks13,14 and 7 weeks15,16 after one IVBr injection. There is limited 
real-world information on the long-term effects of IVBr in nAMD.
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Our study is the first to report the outcomes of eyes with nAMD refractory to IVBr monotherapy every 8 weeks that 
were switched to a combination therapy of IVBr and aflibercept alternating monthly. All ten eyes that received this 
combination therapy had increased macular fluid on OCT on IVBr every 8 weeks when compared to OCT when IVBr 
was administered more frequently than every 8 weeks. All ten eyes had a history of increased macular fluid on Eylea 
every 4 weeks before starting IVBr. We could not administer IVBr more frequently than every 8 weeks after the first 
three loading doses in these eyes, since more frequent IVBr dosing was not covered by insurance. Thus, these eyes were 
treated with alternating monthly doses of IVBr and Eylea. Of the ten eyes on this combination regimen, macular fluid 
improved in 80% and BCVA was stable or improved in 70% over mean follow-up of 53 weeks when maintained on 
every-4-week anti-VEGF injection, alternating between IVBr and Eylea. This novel combination of anti-VEGF therapy 
appears to be well tolerated. None of the eyes developed IOI. Therefore, in eyes that have recurrent fluid on every- 
8-week IVBr monotherapy, this regimen may be considered.

Following the FDA approval of IVBr in 2019,4 several cases of RV and RVO were reported.17–20 A post hoc analysis 
of the HAWK and HARRIER studies revealed that 4.6% of eyes had probable IOI, with 50% and 75% cases of IOI and/ 
or RV and/or RVO occurring within the first 3 months and 6 months, respectively.5 Khanani et al reported the incidence 
of IOI as approximately 2.4% in the IRIS registry.21 In our study, four eyes (7.6%) developed mild IOI after a median 
time of 22 (6–39) weeks after starting IVBr. Our rate is somewhat higher than prior reports. Although there was no 
standard protocol to evaluate IOI in our study population in this retrospective study, all the authors made a point to 
carefully evaluate all eyes on IVBr for signs of iritis, vitritis, RV, or RVO using slit-lamp and indirect ophthalmoscopy. 
This was based on reports of IOI related to IVBr that became public after our study patients were started on IVBr,17–20 

No angiography was done on any of the study eyes to evaluate for RV or RVO, since none was suspected on exam. 
Whether this latter fact underdiagnosed subclinical RV and RVO is unknown.

Although the rate of IOI was higher with IVBr than aflibercept in HAWK and HARRIER, the overall rate of vision 
loss was not different between the drugs.5 In our study, all cases of IOI were mild and not associated with vision loss. 
Given these observations, it is important to tailor the treatment of nAMD for each individual after a detailed discussion of 
the relative risk and benefit of the various anti-VEGF drugs for nAMD. Depending on the patient’s perspective, the 
benefit of potentially increasing the treatment interval using IVBr might offset the risk of IOI on IVBr. Since a majority 
of cases of IOI on IVBr are seen in eyes receiving initial monthly loading doses of IVBr,5 combination therapy 
alternating between IVBr with aflibercept is an alternative approach that can be considered to increase anti-VEGF 
effects in nAMD eyes without increasing IVBr dosing.

Our study has several limitations: its retrospective nature, limited sample size, and some inconsistencies in initiation 
and dosing of IVBr. Most eyes started IVBr after at least three doses of other anti-VEGF therapy, but one eye started 
IVBr after two doses of other anti-VEGF drugs due to lack of response. On initiation of IVBr, there was no preset 
required loading phase of IVBr, since these eyes had had prior treatment with anti-VEGF. In order to minimize the risk of 
IOI, the authors aimed to initiate extension of treatment interval as soon as maximum response was achieved on IVBr. 
Furthermore, the treat-and-extend regimens varied depending on the degree of activity of CNV and history of response to 
prior anti-VEGF therapy: some eyes were extended at 2-week intervals and others at 1-week intervals.

Despite these limitations, this real-world study provides longer follow-up information and new insights regarding the 
safety and efficacy of IVBr in treating nAMD. Although a newer anti-VEGF therapy has been FDA-approved recently, 
IVBr used alone or in combination with other anti-VEGF agents remains a treatment option to be considered in treating 
eyes with nAMD, especially when inadequate response is observed with other anti-VEGF drugs.

Conclusion
In this real-world retrospective study, IVBr was used to treat nAMD eyes that had been previously treated with other anti- 
VEGF drugs. In a majority of these eyes, IVBr use was associated with an improvement in macular fluid, stabilization of 
BCVA, and/or increase in treatment interval. Mild IOI was noted in a few eyes and not associated with vision loss. In 
eyes with macular fluid on IVBr monotherapy every 8 weeks, combination therapy alternating between IVBr and 
aflibercept monthly may be beneficial and well tolerated.
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Abbreviations
nAMD, neovascular age-related macular degeneration; IVBr, intravitreal brolucizumab; FDA, Food and Drug 
Administration; IOI, intraocular inflammation; RV, retinal vasculitis; RVO, retinal vascular occlusion; OCT, optical coherence 
tomography; BCVA, best-corrected visual acuity; CST, central subfield thickness; IRF, intraretinal fluid; SRF, subretinal fluid.
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