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KEY POINTS 69 

 70 

 71 

Question: Does epimacular brachytherapy (EMB) reduce the number of anti-vascular en-72 

dothelial growth factor (anti-VEGF) injections that patients with chronic, active neovascular 73 

age-related macular degeneration (nAMD) require, without sacrificing vision?  74 

 75 

Findings: This multicenter, pivotal, randomized controlled trial of 363 participants with 76 

nAMD compared EMB with no EMB, added to anti-VEGF treatment. At two years EMB did 77 

not reduce the frequency of anti-VEGF injections, and was associated with worse visual 78 

outcomes. 79 

 80 

Meaning: These findings do not support adding EMB to anti-VEGF for nAMD. 81 
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ABSTRACT 82 

Importance: Although anti-vascular endothelial growth factor (anti-VEGF) treatment offers 83 

better outcome than the natural history of neovascular AMD (nAMD), the burden of treat-84 

ment is substantial. There is an unmet need for a less burdensome, cheaper, and more 85 

durable treatment.  86 

Objective: To assess the efficacy and safety of epimacular brachytherapy (EMB) for chron-87 

ic, active, nAMD. 88 

Design: Pivotal, randomized, controlled, surgical trial. Masking of participants and clini-89 

cians was not possible, but best-corrected visual acuity (BCVA) and imaging were as-90 

sessed by masked assessors. 91 

Setting: 24 UK National Health Service Hospitals. 92 

Participants: Patients with nAMD receiving intravitreal ranibizumab, enrolled between No-93 

vember 2009 and January 2012, followed up monthly for 24 months, followed by a final 94 

visit at month 36. 95 

Interventions: Pars plana vitrectomy with 24 Gray EMB and ongoing pro re nata (PRN) 96 

ranibizumab (n = 224), versus ongoing PRN ranibizumab monotherapy (n = 119). 97 

Main Outcome Measures: Number of PRN ranibizumab injections and mean change in 98 

Early Treatment of Diabetic Retinopathy (ETDRS) BCVA with a non-inferiority margin of -5 99 

letters. Secondary outcomes included: angiographic total lesion size; choroidal neovascu-100 

larization size; optical coherence tomography foveal thickness. 101 

Results: Of 363 participants, 329 (91%) completed month 24 follow-up (222 [91%] in the 102 

EMB group and 107 [90%] in the ranibizumab group). Mean (± standard deviation) age 103 

was 76.5±7.2 years. Mean number of ranibizumab injections was 9.3±6.4 in the EMB 104 

group, versus 8.3±4.5 in the ranibizumab group (95% confidence interval [CI] of difference: 105 

-0.28 to 2.28; P=.13). Mean BCVA change was -11.2±15.7 letters and -1.4±11.0 letters re-106 

spectively (95% CI of difference: -12.9 to -6.6). Of the EMB group, 66% (160/244) lost <15 107 
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letters versus 87% (103/119) in the ranibizumab group (95% CI of difference: 12.4 to 108 

29.5%; P<.0001). Radiation-related microvascular abnormalities occurred in 10% of EMB 109 

participants, but the majority occurred outside the fovea and no unexpected safety con-110 

cerns were observed.  111 

Conclusions and relevance: Although the overall safety was acceptable, EMB did not re-112 

duce the number of ranibizumab injections, and was associated with worse vision than an-113 

ti-VEGF alone. These results do not support the use of EMB adjunctive treatment for 114 

chronic, active nAMD. 115 

Trial registration: Clinicaltrials.gov, NCT01006538  116 

  117 
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INTRODUCTION 118 

 119 

Neovascular age-related macular degeneration (nAMD) is the leading cause of blindness 120 

in developed nations.1,2 Since their introduction, anti-vascular endothelial growth factor 121 

(anti-VEGF) agents have become the mainstay of treatment for nAMD.  Although results 122 

from clinical trials3,4 and real world data5 show that anti-VEGF agents offer much better 123 

outcome than the natural history, the burden of treatment is substantial, with regular hospi-124 

tal attendances and repeated injections. Further, not all patients respond, and of those 125 

who do, many fail to maintain their response. Long term follow-up reports of pivotal anti-126 

VEGF clinical trials showed that after initial visual gains in the first two years, participants 127 

experienced a decline in visual acuity (VA) compared to baseline: -11 letters at 3.5 years 128 

after exit from the Comparison of AMD Treatments Trials (CATT) and -8.6 letters at 7 129 

years follow up in the ranibizumab registration trials.6,7 The same trend of decline in VA (-2 130 

letters at 3 years) has been observed in a large real-world UK database study.8 There is 131 

therefore an unmet need for a less burdensome, cheaper, and more durable treatment 132 

modality.  133 

Radiotherapy was first used for the treatment of nAMD in 1993.9 Radiation selectively tar-134 

gets proliferating endothelial cells, inflammatory cells and fibroblasts.10 Epimacular brachy-135 

therapy (EMB) was designed to deliver radiation to nAMD lesions via an endoscopic probe 136 

containing the strontium-90 source. After pars plana vitrectomy the probe is held over the 137 

nAMD lesion to deliver 24 Gray of beta radiation over 3-4 minutes. As radiation dose de-138 

creases exponentially with increasing distance from the source, the dose received by the 139 

optic nerve and lens is minimal.11   140 

The EMB was tested in patients with chronic, active nAMD in the Macular EpiRetinal 141 

brachytherapy in Treated AGE-related macular degeneration (MERITAGE) study. This un-142 

controlled multicenter trial found that 81% of participants lost fewer than 15 letters after 12 143 
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months and 68% after 24 months, despite receiving fewer anti-VEGF injections than be-144 

fore the EMB treatment.11,12  145 

Following these results we commenced the investigator-initiated, pivotal, Macular EpiReti-146 

nal brachytherapy versus ranibizumab (Lucentis) Only Treatment (MERLOT) trial, aiming 147 

to investigate the efficacy and safety of EMB for patients with active, chronic nAMD. The  148 

hypothesis was that EMB would reduce the number of injections that patients require, 149 

without sacrificing vision. The previously published 12-month results did not support the 150 

use of EMB13, however EMB typically takes several months to have an effect, and radia-151 

tion damage is thought to be more likely in the second year after treatment.11,12,14,15 Thus, 152 

the month 12 results are insufficient to establish the efficacy and safety of EMB. 153 

Herein we report the month 24 results of MERLOT, one of the most complex Ophthalmol-154 

ogy device trials.   155 

 156 

METHODS 157 

 158 

Study Design 159 

The design and methods have been published elsewhere.13 Briefly, MERLOT was a pivot-160 

al, randomized controlled trial of a surgical device (Clinicaltrials.gov, NCT01006538). Par-161 

ticipants were recruited across 24 UK National Health Service hospitals and Research Eth-162 

ics Committee approval was obtained for all sites. The trial adhered to the tenets of the 163 

Declaration of Helsinki. Written informed consent was obtained from all participants. Par-164 

ticipants did not receive any compensation or incentives. The study protocol is available as 165 

Supplemental Material. 166 

 167 

Randomization and Masking 168 
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After eligibility was confirmed, randomization (2:1 ratio, stratified by lens status and angio-169 

graphic lesion type) to EMB and pro re nata (PRN) ranibizumab (N = 244) or to PRN 170 

ranibizumab monotherapy (N = 119) was undertaken using a commercially available sys-171 

tem (MedSciNet, Stockholm, Sweden). Masking of participants and clinicians was not pos-172 

sible, but assessment of best-corrected visual acuity (BCVA) and imaging were masked. 173 

 174 

Study Participants 175 

The study enrolled 363 participants with chronic, active nAMD who had received at least 176 

three anti-VEGF injections, and who thereafter received ranibizumab PRN. To be classi-177 

fied as active nAMD, participants must have received at least 4 ranibizumab injections in 178 

the previous 12 months or 2 ranibizumab injections in 6 months. For eligibility criteria see 179 

eAppendix 1 (Supplemental material). 180 

 181 

Study Treatments 182 

The EMB group underwent a 20, 23, or 25-gauge full pars plana vitrectomy. The EMB 183 

probe (NeoVista, Fremont, USA) was positioned over the region that the investigator de-184 

termined to have maximum disease activity on fluorescein angiography for 3-4 minutes, to 185 

deliver 24 Gray. Both groups received intravitreal ranibizumab (0.5 mg) (Lucentis, Novar-186 

tis, Frimley, UK) at baseline, and at monthly visits if they met pre-defined retreatment crite-187 

ria (eAppendix 2, Supplemental material). 188 

 189 

Study Visits and Assessments  190 

Refraction, BCVA testing using the Early Treatment Diabetic Retinopathy Study (ETDRS) 191 

protocol, ocular examination and optical coherence tomography (OCT) were performed at 192 

screening and monthly thereafter. Fundus photography and fluorescein angiography (FA) 193 

were performed at baseline, month 12, and month 24. Color photographs, FAs, and OCTs 194 
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were graded by netWORK UK. Graders were masked to participant site and treatment 195 

arm. Gradings were checked by a senior grader and subsequently signed off by a senior 196 

arbitrator (UC). 197 

 198 

Efficacy Outcomes 199 

The co-primary efficacy outcomes at month 24 were mean change in BCVA from baseline 200 

and mean number of PRN ranibizumab injections. Secondary outcomes were the percent-201 

age of participants losing <15 ETDRS letters, gaining ≥0 or ≥15 letters, mean change in 202 

total angiographic lesion size and CNV, and OCT foveal thickness.  203 

 204 

Safety Outcomes 205 

Safety measures included all adverse events (AEs) and serious adverse events (SAEs), 206 

coded using the Medical Dictionary for Regulatory Activities (MedDRA) Preferred Terms, 207 

version 19.0. Adverse events of particular interest were cataract and microvascular ab-208 

normalities (MVAs). MVA presence/absence was determined, masked, from multimodal 209 

image grading at baseline, month 12 and 24, confirmed by the senior grader, checked by 210 

the senior reading center clinician, and finally the expert clinician (UC). 211 

 212 

Subgroup Analysis 213 

The pre-specified statistical analysis plan detailed an exploratory subgroup analysis of the 214 

influence of baseline characteristics on the co-primary outcomes.13 Baseline variables 215 

were lens status (phakic or pseudophakic), BCVA (≤53 letters or >53 letters), lesion type 216 

(predominantly classic, minimally classic, or occult), and lesion size (≤3.5 or >3.5 optic 217 

disc areas [DA]).   218 

 219 

Statistical Analysis 220 
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The hypothesis was that EMB would reduce the frequency of ranibizumab retreatment in-221 

jections, without sacrificing BCVA. Therefore, the EMB group was tested against control 222 

for fewer injections (superiority) and non-inferior BCVA. Both co-primary outcomes had to 223 

be met to reject the null hypothesis, so the type I error rate was not adjusted. The calcula-224 

tion of sample size, randomization, stratification, and subgroup analyses were described 225 

previously.13  226 

Sample size calculation assumptions13 comprised a baseline VA of 65.5 ETDRS letters 227 

(standard deviation [SD] 14.6 letters) in both groups; 8 injections in the ranibizumab arm 228 

(SD 4), and 6 in the EMB arm (SD 3).  A sample size of 220 participants in the EMB arm 229 

and 110 in the ranibizumab arm, gives 90% power with a 5-letter BCVA noninferiority mar-230 

gin and >90% power to detect a difference of 2 injections with a 2-sided significance level 231 

of 5%; increased to 363 to allow for 10% attrition. The efficacy population comprised all 232 

randomized participants. Multiple imputation was performed for 36 participants missing 233 

Month 24 BCVA. The mean BCVA calculation excluded counting fingers (CF), hand 234 

movements (HM) and perception of light (PL) vision (described separately). No imputation 235 

was made for ranibizumab retreatment in participants withdrawing before Month 24, or for 236 

missing imaging data. 237 

The safety population comprised all participants who received at least one treatment, con-238 

ducted by actual treatment.  239 

Unless otherwise specified, continuous variables are summarized using means (± SD) and 240 

categorical variables using proportions. Analyses used two-sided tests with a type I error 241 

rate of 5%. P-values were calculated using the stratified Mantel-Haenszel tests controlling 242 

for baseline lens status and lesion type. 243 

 244 

RESULTS 245 

 246 
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Baseline Demographics 247 

Between November 10th, 2009 and January 30th 2012, 363 participants were recruited; 248 

350 (96%) completed 12 months’ follow-up and 329 (91%) completed 24 months’ follow-up 249 

(222 [91%] in the EMB arm and 107 [90%] in the ranibizumab arm) (Figure 1). 250 

Mean age was 76.9 (±7.2) years in the EMB arm and 75.8 (±7.6) in the ranibizumab arm 251 

(both groups combined: 76.5 [±7.4]; range 56 to 96 years). All participants were Cauca-252 

sians. There were fewer males in the EMB group (48% versus 36%), but gender did not 253 

influence the co-primary outcome. Baseline ocular characteristics were well-balanced 254 

(eTable 1, Supplemental material).  255 

 256 

Number of Ranibizumab Retreatments 257 

The mean number of PRN ranibizumab injections, from month 1 to 24 inclusive, was 9.3 258 

(±6.7) in the EMB arm (n = 244) and 8.3 (±4.5) in the ranibizumab arm (n = 119) (differ-259 

ence 1.00 injections; 95% confidence interval [CI]: -0.28 to 2.28; P=.13). Figure 2 and Ta-260 

ble 1 show the number of PRN ranibizumab injections (see also eFigure 1, Supplemental 261 

material).  262 

 263 

Visual Acuity 264 

At month 24, the mean change in BCVA from baseline was -11.2 (±15.7) letters in the 265 

EMB group (n = 243) and -1.4 (±10.9) letters in the ranibizumab group (n = 119) (differ-266 

ence 9.8; 95% CI of difference: -12.9 to -6.6 letters) (Figure 3). One EMB participant with  267 

a BCVA of 53 letters at baseline, 28 letters at month 12 and PL at month 24 was not in-268 

cluded in mean BCVA and CI calculation, but this did not alter the inference of the trial as 269 

BCVA was anyway significantly worse in the EMB group. The mean change in BCVA over 270 

time is shown in eFigure 2 (Supplemental Material).  271 
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The percentage of participants losing <15 letters was 66% (160/244) in the EMB arm and 272 

87% (103/119) in the ranibizumab arm (difference 22%; 95% CI of difference: 12.4 to 29.5; 273 

P<.0001). The percentage of participants gaining ≥0 letters was 28% (69/244) and 51% 274 

(61/119) respectively (difference 23%; 95% CI of difference: 12.4 to 33.6; P<.0001). The 275 

percentage of participants gaining ≥15 letters was 1% (2/244) and 3% (4/119) respectively 276 

(difference 2%; 95% CI of difference: -0.9 to 6; P=.03).  277 

 278 

Optical Coherence Tomography and Fluorescein Angiography 279 

At month 24 the mean foveal thickness increased by 7.0 (±167) μm in the EMB arm (n = 280 

213), and decreased by -20.0 (±167) μm in the ranibizumab arm (n = 100) (difference 281 

27μm; 95% CI of difference: 12.9 to 66.8; P = .19). The total lesion size increased by 4.1 282 

(±7.9) mm2 (n = 196) and 2.1 (±7.9) mm2 respectively (n = 96) (difference 2 mm2, 95% CI 283 

of difference: 0.03 to 3.87; P = .05). The CNV size increased by 2.6 (±8.7) mm2 and 0.04 284 

(±8.7) mm2 respectively (difference 2.5 mm2; 95% CI of difference: 0.40 to 4.65; P = .02). 285 

All primary and secondary outcomes are summarized in Table 2. 286 

 287 

Subgroup Analysis 288 

Most subgroups tended to favor the ranibizumab arm, in terms of the mean number of 289 

PRN ranibizumab injections (eFigure 3, Supplemental material), but this only reached sig-290 

nificance in the pseudophakic subgroup. Predominantly classic lesions and small lesions 291 

(≤3.5 DA) tended to favor the EMB group. With respect to VA, all subgroups favored the 292 

ranibizumab group (eFigure 4, Supplemental material). 293 

 294 

Safety 295 

Study eye AEs occurring in the first 24 months are listed in eTable 2 (Supplemental mate-296 

rial). Clinically significant cataract was the most frequent study eye AE, occurring in 66% of 297 
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eyes in the EMB arm and 20% in the ranibizumab arm. Investigator-reported reduced VA 298 

also occurred more frequently in the EMB group (12% versus 5% respectively). 299 

eTable 3 (Supplemental material) shows all study eye SAEs and their relatedness to 300 

treatment. All other AEs and SAEs are shown in eTables 4 and 5 (Supplemental material). 301 

There were nine deaths in the EMB arm and four deaths in the ranibizumab arm over 24 302 

months. 303 

At month 24, the Reading Center identified MVAs in 20/207 (10%) eyes in the EMB group 304 

and 1/97 (1%) eyes in the ranibizumab group. The MVAs were attributed to radiation in 305 

17/20 (85%) eyes in the EMB arm, but in 3/20 (15%) the cause could not be decided de-306 

spite additional expert review by two Reading Center clinicians (U.C. and T.P.). The main 307 

features were retinal vessels staining or leakage and capillary non-perfusion.The MVA’s 308 

location, progression over 24 months and relatedness to vision are detailed in the eTable 309 

6, Supplemental material. The MVAs were sometimes subtle, and none involved the foveal 310 

centre. 311 

 312 

DISCUSSION 313 

It was hypothesized that EMB would reduce the number of ranibizumab retreatments that 314 

participants need, whilst maintaining non-inferior vision, but compared to the control group, 315 

the EMB group required more ranibizumab injections and had worse BCVA. The magni-316 

tude of the vision difference between groups was statistically significant and clinically 317 

meaningful, at -11.7 letters versus -1.7 letters. 318 

Emerging post-vitrectomy cataract may have adversely affected BCVA in the EMB arm, 319 

unless this prompted removal of subclinical, pre-existing lens opacity, wherein it could im-320 

prove vision. However, the pre-specified subgroup analysis of eyes that were pseudo-321 

phakic at baseline favored the ranibizumab arm, and therefore the worse BCVA in the 322 

EMB arm cannot be attributed to post-vitrectomy cataract alone. 323 
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 324 

These results differ somewhat from those observed in the CNV Secondary to AMD Treat-325 

ed with BEta RadiatioN Epiretinal Therapy (CABERNET) study, which enrolled treatment-326 

naïve participants.14 Participants in MERLOT had a more substantial decline in VA at 327 

month 24 compared to those in CABERNET (-11.0 letters versus -2.5 letters). A possible 328 

explanation for this difference is that CABERNET enrolled participants with treatment-329 

naïve disease who typically show an improvement in BCVA after the initiation of the ranibi-330 

zumab treatment given alongside the EMB, whereas MERLOT included participants with 331 

chronic, active disease who had already commenced anti-VEGF therapy, thus they did not 332 

get the initial lift in vision at commencement of anti-VEGF therapy.  333 

 334 

The structural outcomes mirrored the VA decline, EMB being associated with an increase 335 

in OCT retinal thickness, total lesion size and CNV size on angiography at month 24.     336 

Because a previous responder analysis study14 identified that eyes with a smaller lesion 337 

size and predominantly classic lesions had a positive response to radiation treatment, this 338 

study pre-specified a similar subgroup analysis, but no benefit for either the number of 339 

ranibizumab treatments or VA was observed versus the control group. Instead, all sub-340 

group analyses showed better VA in the ranibizumab monotherapy arm. The different pro-341 

portion of participants with occult lesions in the EMB arm between MERLOT and CABER-342 

NET (74% versus 37%) may also explain the different BCVA outcomes.  343 

 344 

Despite the disappointing results of the MERLOT study, radiotherapy delivered by other 345 

means has produced very different results.  Unlike MERLOT, a large randomized, double-346 

masked, sham-controlled trial of stereotactic radiotherapy (SRT) in combination with anti-347 

VEGF therapy (the INTREPID study) met its primary outcome.16,17 The INTREPID study 348 

reported that significantly fewer ranibizumab retreatments were required in the active arm, 349 
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and in addition those with small (<4 mm), actively leaking lesions had significantly better 350 

BCVA compared to sham, despite 55% fewer injections.18  351 

 352 

There are several possible explanations why the results with EMB (MERLOT) are so dif-353 

ferent to SRT (INTREPID). One key difference is the device used to deliver radiation. EMB 354 

uses a strontium source and the energy decreases exponentially with increasing distance 355 

from the probe, such that the effective tissue dose relies upon precise positioning of the 356 

probe on the surface of the retina in the area of maximal disease activity. Although an an-357 

giogram was used to guide positioning, the area of greatest activity can be difficult to lo-358 

cate, particularly for occult lesions, which represented 74% of participants in the radiation 359 

arm. Also, SRT avoids vitrectomy which is known to cause cataract19 and decrease the 360 

half-life of anti-VEGF drugs.20,21  To understand and explore the potential of SRT, the Na-361 

tional Institute of Health Research and the Medical Research Council in the UK have 362 

funded a large, multicenter, double-masked, randomized, sham-controlled, clinical trial tar-363 

geting the best-responders from INTREPID.22 
364 

In terms of safety, there were more AEs and SAEs in the EMB group, but this does not 365 

necessarily point to a safety concern. Cataract surgery was the most common ocular AE 366 

and was most likely secondary to vitrectomy rather than EMB.19 The proportion of arterio-367 

thrombotic events23 and neoplasia were similar between the two arms.  368 

 369 

The majority of retinal MVAs occurred in the second year, with only one event occurring in 370 

the first year and worsening over the second year, hence the importance of long-term fol-371 

low-up. Those participants with MVAs had worse BCVA than those without, but not signifi-372 

cantly so, and none of the MVAs involved the foveal center.  373 

 374 
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Strengths of this study include its size and multicenter, randomized design, and the inde-375 

pendent reading center analysis of angiography and OCTs. The main weakness is lack of 376 

masking of participants and clinicians, which is inherent to most surgical trials. However, 377 

key study assessments such as BCVA and OCT, which in turn drive ranibizumab retreat-378 

ment, were performed by masked assessors.  379 

 380 

In conclusion, the use of EMB as a second line therapy for chronic neovascular AMD is not 381 

supported by our data. More specifically, month 24 data confirm that EMB does not reduce 382 

the number of PRN ranibizumab injections, and that it is associated with worse vision than 383 

standard of care. Indeed, our results support the argument that EMB, despite its CE mark, 384 

should not be used clinically in this patient population.  385 

 386 

 387 
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FIGURE LEGENDS 458 

 459 

Figure 1: Consolidated Standards of Reporting Trials (CONSORT) allocation and disposal 460 

of participants up to month 24. 461 

Abbeviations: CNV = choroidal neovascularization; AMD = age-related macular degenera-462 

tion 463 

 464 

Figure 2: Number of ranibizumab injections from month 1 to month 24 by treatment group.  465 

The number of injections is represented separately for year 1 and year 2.  466 

 467 

Figure 3: The change in ETDRS BCVA at month 24, in the EMB and ranibizumab mono-468 

therapy group. 469 

Abbeviations: ETDRS = Early Treatment of Diabetic Retinopathy, BCVA = Best-Corrected 470 

Visual Acuity, EMB = Epimacular Brachytherapy  471 
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Table 1: Number of pro re nata (as required) ranibizumab injections per year 472 

 473 

 
Epimacular Brachytherapy 

N = 244 
Ranibizumab 

N = 119 

Month 1 - 12: Mean (SD) 4.8 (3.2) 4.1 (2.4) 

Month 13 - 24: Mean (SD) 4.5 (3.8) 4.2 (2.7) 

Month 1 - 24: Mean (SD) 9.3 (6.7) 8.3 (4.5) 

 474 
  475 
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Table 2: Primary and secondary outcomes at month 24 476 

 Brachytherapy Ranibizumab  

 n Mean (SE) n Mean (SE) Difference (95% CI) 

Co-primary outcomes      

BCVA 243 -11.20 (0.91) 119 -1.43 (1.30) -9.77  (-12.90, -6.65) 

Number of ranibizumab retreatments 244 9.31 (0.37) 119 8.31 (0.53) 1.00 (-0.28, 2.28) 

      

Secondary outcomes - BCVA      

< 15 letter loss from baseline 244 160 (65.6%) 119  103 (86.6%) 22%  (12.4, 29.5%) 

≥ 0 letter gain from baseline 244 69 (28.3%) 119  61 (51.3%) 23%  (12.4, 33.6%) 

≥ 15 letter gain from baseline 244 2 (0.8%) 119  4 (3.4%) 2%  (-0.9, 6%) 

      

Secondary outcomes - FFA and 
OCT 

     

Change in total lesion size (mm
2
) 196  4.05 (0.56) 96  2.08  (0.80) 1.97 (0.03, 3.87) 

Change in total CNV size (mm
2
) 196  2.56  (0.62) 96  0.04 (0.88) 2.52 (0.40, 4.65) 

Change in foveal thickness (µm) 213  6.97(11.42) 100 -19.96 (16.69) 26.93 (-12.94, 66.80) 

 

Results are based on analysis of covariance (ANCOVA) model of  the change in visual acuity, adjusting for base-
line visual acuity, baseline lens status, and baseline lesion type 

 

Abbreviations: BCVA = Best-Corrected Visual Acuity; SE = Standard Error of Mean; CI = Confidence Interval; FFA 
= Fluorescein Angiography; OCT = Optical Coherence Tomography; CNV = Choroidal Neovascularization 

 477 

  478 
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