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ABSTRACT

Introduction: Coats disease is a retinal vascular disorder that may lead to progressive exudative
retinal detachment. The standard regiment of treatment is focal therapy. However, its effectiveness
may decrease when more than two quadrants of the retina exhibit vascular abnormalities. Thus, recent
studies tried to use anti vascular endothelial growth factor (anti-VEGF) as therapy for the vascular
problems.

Aims: Comparing the efficacy between anti-VEGF injection and standard therapy regiment such as
focal laser therapy.

Methods: Literature searching was conducted through PubMed, ScienceDirect, Google Scholar,
ProQuest, and SpringerLink. Search terms included "Coats’ Disease" and mesh terms of “Anti-
VEGF". The efficacy is assessed based on Best-Corrected Visual Acuity (BCVA) and improvement in
fundus manifestations.

Results: All of the studies that conducted primary intravitreal anti-VEGF treatment were followed by
necessary ablative treatment. These studies, such as by Yang Q and Zheng XX, et al. showed
remarkable improvements in both visual acuity and anatomical outcomes. Laser therapy also gained
satisfactory result in upgrading clinical stages, even though some complications including subretinal
fibrosis, cataract, and vitreous hemorrhage were reported. A comparative study by Ray R, et al. noted
that group undergoing anti-VEGF might require longer treatment sessions despite possible benefits.

Conclusion: Anti-VEGF agents can be used as neoadjuvant in standard therapy. It did not reduce the
time for full treatment, but the resolution of disease was seen in the most severe cases treated with
combination therapy.
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INTRODUCTION

C oats disease is an idiopathic progressive retinal vascular disorder, usually found in young
males, which is characterized by retinal telangiectasia, intraretinal, and subretinal

exudation.! This may lead to progressive exudative retinal detachment and subretinal lipid

deposits.!? Although many eyes with Coats can be stabilized, more advanced cases may

progress to complete retinal detachment and frequently require enucleation.
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A study in the United Kingdom revealed 55 new cases of Coats disease diagnosed
through 12 months of an active surveillance program.? A study in Indonesia revealed that Coats
disease is the most frequent cause of exudative retinal detachment in pediatric patients,
accounting for 50% of the cases, despite the difficulty in screening.? The case was mostly found
in the 11-15 year age group with a ratio of 3:1 of male and female new cases.>* Most patients
in Indonesia were treated with a combination of laser photocoagulation, cryotherapy, and
vitreoretinal surgery.’

The standard regiment of treatment mainly revolves around vascular ablation using laser
photocoagulation or cryotherapy, or later on will be referred as standard focal therapy.**
However, the effectiveness of standard thermal laser photocoagulation may decrease when
more than two quadrants of the retina exhibit vascular abnormalities.* Therefore, more
advanced treatment emerges in a clinical setting, with anti-vascular endothelial growth factor
(anti-VEGF) that has partaken a role in subsiding the vascular problems of Coats disease.*’
However, recent studies on the benefit of anti-VEGF still showed conflicting results which
proved that ocular angiogenesis is a complex mechanism involving multiple pro and
antiangiogenetic factors that integrate with other pathological changes.*® Thus, this literature
review aims to evaluate the efficacy and effectivity of anti-vascular endothelial growth factor
injection as the main therapy of Coats disease, compared to standard focal therapy, such as laser

photocoagulation and cryotherapy.

METHODS

Literature search and selection

Literature searching was conducted using five online databases (PubMed,
ScienceDirect, Google Scholar, ProQuest, and SpringerLink). Search terms included a
combination of main keywords: "Coats’ Disease" and mesh terms of “Anti-VEGF", which
include bevacizumab, ranibizumab, or other kinds of anti-VEGF drugs. We also included focal
therapy, such as laser therapy and cryotherapy at research terms. Reference lists of each study
were also assessed for potentially relevant sources.

Articles were included if written in English and full-text available. All the studies have
to fulfill the following criteria: (1) subjects included children below 18 years old, or have
separate analysis on children subjects with Coats Disease, (2) studies included must be in the
last 10 years, (3) studies should either have anti-VEGF injections or have standard therapy as
the main treatment, and (4) minimum follow-up of three months. We excluded case reports and

case series with less than three patients, studies with fair treatment of both modalities or clear
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combined treatment since the beginning of diagnosis, and studies that observed primarily the
effect of surgical management such as scleral drainage or pars plana vitrectomy. All studies
included in this review were rated based on the Oxford Center of Evidence-Based Medicine
2011 Level of Evidence and were evaluated for validation using the pre-set validity assessment
tool for case series. The process is shown in figure 1 below.

Data processing

The information extracted from each study included the authors of each study, the year
study was reported, the number of subjects, the treatment modalities for the subjects, and
outcome of the studies, including BCVA, fundus manifestations such as retinal detachment and
telangiectasia, and the complications during treatment. Efficacy is assessed based on Best-

Corrected Visual Acuity (BCVA) and improvement in fundus manifestations.
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Figure 1. A literature search using PRISMA flow chart

RESULTS
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A total of nine articles using relevant search terms in various databases are included in
this review. These articles are mostly retrospective reviews of Coats disease cases, with
treatment using various type of anti-VEGF and standard therapy. A flowchart of the article
selection process is shown in Figure 1.

The characteristics of the eligible studies are summarized in Table 1. A total of 69 eyes
mainly focused on anti-VEGF injections, and 96 eyes used standard focal therapy were included
in this study. The outcome measured to objectively assess the success of treatment was the best-
corrected visual acuity (BCVA) and anatomical improvements, such as telangiectasia
quadrants, exudate condition, and the presence of exudative retinal detachment. Telangiectasia
quadrant and exudate condition were assessed using fundus photograph in 100% of screened
studies.

Several studies assessed the pre and post-treatment BCVA. Lin et al. reported visual
acuity improvement in two out of three patients reported in the case series.” Yang Q and Zheng
XX et al. used combination therapy, and both showed a significant improvement in BCVA with
p-value of <0.001 and 0.006 (at week 6), respectively.!®!! Meanwhile, another study by Li et
al., who also use combination therapy only showed partial improvement.!?

A study by Shapiro MJ et al. using green diode laser ablation therapy showed a varied
range of final BCVA.!3 Four (29%) of 14 eyes had 20/50 or better visual acuity, 21% of total
subjects had 20/60 to 20/200 visual acuity, 36% of 14 eyes had 20/400 to light perception visual
acuity, and 14% of total subjects had no light perception acuity.!® Standard therapy was also
used by Mulvihill A et al., who did not specify their result but stated that 32% of the eyes
showed an improvement, 41% have a stable BCVA, and the rest showed a worsening
condition.'* The last study that gives the BCVA result is the study by Levinson JD et al., who
also uses standard therapy and found that the greatest improvement is on the number of subjects
with visual acuity range 20/60 to 20/200, increasing from 16.7% to 30%.!> However, the
majority of subjects’ VA was still 20/200 or worse, comprised of 8 patients before treatment to
7 eyes after treatment. '

The anatomical results were described in most of the studies. Ray R, et al. compared a
set of patients receiving intravitreal bevacizumab combined with laser or cryotherapy, matched
with a set of patients receiving solely standard therapy.! The study showed that out of two
patients with initial bevacizumab treatment, one patient had minimal improvement on retinal
detachment, and the other one did not show any resolution of SRF despite improvement in
visual acuity.! Notable improvement was seen in one of the patient which underwent

bevacizumab plus laser and cryotherapy, showed resolved exudative retinal detachment after
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two sessions.! The number of treatment sessions required differed significantly (p=0.002)
between the two groups, with eyes treated with bevacizumab requiring more total treatments
(4.3 sessions), compared to standard focal therapy (2.6 sessions).

Ramasubramanian, et al. did a retrospective analysis of eight patients undergoing
bevacizumab intravitreal injection following standard therapy.® Anatomical outcome showed
that significant resolution of exudates managed to happen in 75% of the subjects (6 patients),
with the other two having partial exudate resolution. Half of the subjects had significant
subretinal fluid resolution, while the other had partial resolution.® Notable complications,
including vitreoretinal fibrosis and tractional retinal detachment, were happening in 50% and
38% of total subjects respectively.®

Lin CJ, et al. conducted a prospective, interventional, and non-comparative case series
of three eyes diagnosed with Coats disease.” All eyes received only intravitreal bevacizumab
injection as the primary treatment every 4 weeks until the subretinal fluid completely
reabsorbed. Patient also received ablative procedures, including cryotherapy after subretinal
fluid completely resolved. After treatment, one patient had improved visual acuity to 20/100
and complete resolution of submacular exudation for one year, another had remarkable
resolution of exudative retinal detachment on B-scan sonography, and one patient had improved
visual acuity to 20/200 with resolved exudative retinal detachment and decreased subretinal
lipid.’

Yang Q, et al. conducted a prospective, non-controlled clinical trial on patients younger
than 16 years of age undergoing intravitreal ranibizumab injection.!® Patients were solely
treated with intravitreal ranibizumab monthly in the first three months as initial treatment,
which was combined with another ablative therapy as needed. After 9.1 months of follow-up,
there were resolution of subretinal fluid (n=14, 100%), exudation (n=14, 100%), and a
regression of telangiectasia (n=14, 100%). It must be noted that there were two patients with
vitreoretinal fibrosis after treatment, even though it was not sure ranibizumab was the agent
which aggravated the complication.!?

A retrospective review of 14 consecutive children eyes was conducted by Zheng XX, et
al.!! All patients were treatment-naive, and underwent intravitreal bevacizumab injection, as
stated on table 1. Follow-up treatments, such as laser photocoagulation, cryotherapy, and
reinjection, were administered as needed. Differences in BCVA were significant even at week
12 (p=0.005) and 24 (p=0.005) after baseline. After a mean of 9.1 months, a resolution of the
subretinal fluid, exudation, and telangiectasia were observed in all the patients, as mentioned

on table 2 below.!!
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Li, et al. did a retrospective, non-controlled clinical study on 17 patients.'?
Patients were given ranibizumab with a single dose of 0.05 mL. Patients were then either
undergoing intravitreal injection alone, injection combined with retinal photocoagulation, or
combined with cryotherapy.'? Result showed significant difference between preoperative and
postoperative retinal detachment heights according to 2-related samples Wilcoxon ranked test
(p=0.000). There were no ocular or systemic complications observed. There was no statistically
significant difference between preoperative intraocular pressures (11.71 + 2.95 mmHg) with
postoperative intraocular pressures (11.06 + 0.54 mmHg).!2

A significant improvement in retinal detachment (>92% of the subjects) can also be seen
in studies observing the effects of laser therapy for Coats disease, such as by Shapiro MJ, et
al.!3 Retrospective and interventional case series was done by Shapiro MJ, et al. to review the
effects of green diode laser in treatment of pediatric coats.!® All thirteen patients (14 eyes) were
diagnosed, managed, and treated by 1 physician. Overall, 13 (93%) eyes reached a positive end
point after laser treatment alone and had no active exudation after treatment. 3 eyes (21%) had
normal foveal reflex at the end of the treatment, while the other had mild atrophy (21%, n=3),
moderate atrophy (21%, n=3), and subretinal fibrosis (21%, n=3)."3

Mulvihill A, et al. conducted a prospective population-based study of Coats disease
through the British Ophthalmic Surveillance Unit (BOSU).!* There were 55 completed baseline
questionnaires for eligible cases of Coats disease, as stated on table 1. There was an
improvement in staging of 16 eyes (39%) treated with laser, whereas 24 eyes (59%) remain
unchanged.!* Intravitreal injections of anti-VEGF were used as adjunctive therapy in small
number of patients (seven injections to four eyes) with no marked difference in outcomes. The
most notable feature is the marked improvement in staging. Before treatment, the mildest
staging was stage 2A, whilst after primarily laser therapy, nine eyes (22%) were classified as
stage 1.1

Different type of laser treatment showed varied result. Levinson JD, et al. conducted a
retrospective consecutive case series on 17 eyes (16 patients) undergoing yellow laser
photocoagulation treatment (577-nm wavelength).!®> Patients were treated exclusively without
the use of cryotherapy or bevacizumab. Eyes with retinal detachment required a mean of 2.86
treatment sessions versus a mean of 2.22 sessions in eyes without retinal detachment
(p=0.1264). After treatment, two eyes had normal appearing macula (11.7%) and full vision
restoration, while the twelve eyes also had subretinal fibrosis. !>

In total, only 33.3% (n=3) out of the studies reported complications during treatment,

namely vitreoretinal fibrosis, tractional retinal detachment, cataract, and vitreous hemorrhages.
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Among those, vitreoretinal fibrosis became the most commonly found complications, followed

by tractional retinal detachment.®!!!> The details are summarized in table 3.

DISCUSSION

Treatment of Coats’ disease aims at improving the adhesion between the neurosensory
retina and its underlying retinal pigment epithelium, also at preserving the macular function.!6:!7
Cryotherapy and laser photocoagulation have been performed with beneficial effects in cases
of more peripheral situated leakages. However, both techniques were also reported to have a
poor prognosis in patients with an advanced stage of Coats disease, the main signs being
massive retinal exudation or serous retinal detachment.!® Thus, the hypothesis of using anti-
VEGF agents as therapy modalities that will have effects in a complex cascade of angiogenesis
emerged.!”18

In this study, none of the studies showed a particular challenge/rechallenge effect,
because mostly the studies used standardized protocol of the administration of anti-VEGF
agents or laser photocoagulation. Withdrawing and re-administrating the drugs in this phase is
not ethical, thus the absence of such a method. In order to ensure the subjects’ safety, all studies
had laser and cryotherapy treatment as an adjuvant at least during the follow-up period as active
telangiectasia should still be treated with laser photocoagulation.! Further follow-up suggested
that despite the addition of bevacizumab intravitreal injection, subjects still needed a
significantly longer time to have a full recovery from their active telangiectasia (8.1 months)
compared to standard therapy (5.1 months).! Around 33.3% of the studies which monitored the
effect of anti-VEGF injection stated the number of injections needed was within one until five
times, which may contribute to the longer follow-up period.'!:!2

In 100% of the studies we screened, most subjects were at stage ranging from 2B to 3B.
Standard treatment consisted of laser photocoagulation and cryotherapy are effective at stage
two or stage three of Coats disease without severe detachment.!” Repeated treatments in these
stages are reported to be effective against telangiectasia and aneurysms.*!? The increasing use
of anti-VEGF, such as ranibizumab and bevacizumab intravitreal injection, is usually targeted
at patients in stage 3A or 3B and have shown a partial improvement in stage four patients when
uses as neoadjuvant.'®

About 33.3% of the studies revealed significantly better visual acuity after the
administration of anti-VEGF agents.”!! This was due to improved resolution of subretinal fluid
and exudation. Besides, the patient also reportedly has a regression of telangiectasia after

injections.! After retinal re-attachment or most of the subretinal fluid was absorbed with the
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help of anti-VEGF agents, the patient underwent retinal photocoagulation or retinal
cryotherapy. Compared with traditional therapies, this approach is deemed more simple, safe,
and effective.!? On the contrary, 33.3% of the studies reported the effect of vitreous traction
after the administration of anti-VEGF.%!! The hypothesis surrounding the outcome noted that
this was due to rapidly decreased levels of VEGF, which further caused accelerated fibrosis and
posterior hyaloidal contraction.?’ Longer follow-up time is needed to ensure the ongoing
pathology of this complication, especially since it is proposed that vitreoretinal fibrosis is a
natural occurrence during Coats disease.?!

The most consistent finding throughout the studies was that exudative retinal
detachment and SRF, especially in more advanced stages (stage 3A or later), was resolved after
intravitreal injection.!>*!:12 In one study by Ray R, et al., one patient showed marked reduction
of total exudative retinal detachment after treatment sessions including bevacizumab, laser, and
cryotherapy.! Macular exudates were completely absorbed after a prolonged follow-up,
although it does not entail that visual acuity can be rescued.?’ To further enhance the magnitude
of the effect; a large, multi-center, and prospective clinical trial is needed to see the effect. The
problem that it may still need to be combined with standard focal therapy to combat
telangiectasia remains.

Generally, new forms of laser photocoagulation are also emerging to help the therapy
in earlier stages. Yellow laser has been suggested to be the most effective for vascular
structures. Laser photocoagulation can be used effectively in Coats disease when it is directed
at vascular abnormalities.!>!® In addition to the closure of aneurysms and vessel walls to impede
leakage, a laser may also decrease VEGF production after retinal ablation.'?

Our data showed that laser photocoagulation alone might help with the absorption of
subretinal fluid and exudates. Besides, the staging of 39% of patients improved with focal
treatment alone.!>!> Although vision usually does not improve with this focal therapy,
structural improvement is possible, and virtually all eyes can be saved.!* 98% of the eyes treated
mainly with standard focal therapy showed stabilization in later stages. As consequence, the
disease stage at diagnosis is an important prognostic factor in this series.!*

The studies that we analyzed noted that anti-VEGF agents did not reduce the time for
full treatment, but the resolution of disease was seen in the most severe cases treated with a
combination of anti-VEGF and laser ablation, whereas the matched controls failed therapy with
ablative therapy alone.'!> We concluded that this supports the use of anti-VEGF agents as
neoadjuvant in standard therapy. However, as a primary choice of modality, this still needs

further conduct of research. The follow-up study should at least have a similar objective way to
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quantify the function of the retina, for instance with the use of OCT and fluorescein
angiography, not merely on fundus photography alone. For validity purposes, to prove the
efficacy of these agents as main therapy, anti-VEGF injections should be used as sole treatment
in the first three months, albeit the difficulty it may face due to the natural course of Coats

disease.

CONCLUSION

Intravitreal anti-VEGF injections had positive effects on the visual acuity, resolution of
exudative retinal detachment, and retinal exudate changes in patients with Coats disease. This
result was obtained through studies, which mainly persisted having standard focal therapy as
adjuvant modality during follow-up period. The differences in treatment regimen, length of
follow-up and severity of disease made it difficult to postulate an agreeable statement on the
effect of anti-VEGF injection.

Laser photocoagulation therapy had favorable result, especially in patients with stage 2
or stage 3 Coats disease. Patients that were diagnosed at later stage of Coats disease showed
trends of better overall prognosis of result with the help of intravitreal anti-VEGF injections,
which further cemented the hypothesis of anti-VEGF’s role as adjuvant therapy. In order to
claim the efficacy, a large, prospective, and multi-center clinical trial on this topic is still

needed.
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Table 1. Characteristics of the studies

137

No Author Year Level of Time frame Subject Staging of Coats Mean Age Treatment Dose Follow-Up Period
evidence (eye) (pre-treatment)
| Comparative Study
Ray R, et 2012 v 1 January 10 Group 1: ranging 4.88 years Group 1: intravitreal bevacizumab  0.625 mg or 10-19.6 months
al! (Case series) 2001-31 eyes/gro from 2B-3B (group 1) and  combined with laser or cryotherapy  1.25 mg of (group 1)
March 2010 up Group 2: ranging 4.64 years Group 2: ablative therapy (laser ~ bevacizumab  10.1-138.9
from 2B-3B (group 2) and/or cryotherapy) injection  months (group
1 — 3 times 2)
Main therapy: anti-vascular endothelial growth factor (anti-VEGF) injection
Lin CJ, et 2010 v 2005-2008 3 eyes Case A: stage 2B 5.5 years Only intravitreal bevacizumab 2.5 mg/0.1 1 year (12
al.? (Case series) Case B: stage 3B (A: 10 years old; injection (primary treatment) mL, 1 -3 months)
Case C: stage 3A°  B: 6 month old; Ablative procedures after subretinal times
C:12 years old) fluid completely resolved Mean: 2.33
times
LiS,et 2017 v April 2013- 17 eyes  stage 3A (n=10) 4.94+2.92 Intravitreal ranibizumab injection 0.05 mL (10 18 — 35 months
al.'? (retrospective  September stage 3B (n=7)  years (initial treatment), subsequent mg/mL) 1-5 (range)
non-controlled 2016 cryotherapy and laser times 2412 £5.99
clinical sdtudy) photocoagulation depended on the Mean: 2.82 + months (mean)

Yang Q, 2016 III (prospective January 2014 17 eyes

etal.!? non-controlled — February
clinical trial) 2015
Rama- 2011 v August 2007- 8 eyes
subrama- (retrospective  February
nian A, et review) 2009
al®

stage 3A (n=6)
stage 3B (n=11)

7.943.8 years

stage 2 (n=1) 88 months
stage 3A (n=3)

stage 3B (n=4)

absorption of subretinal fluid)

Intravitreal ranibizumab injection
monthly for the first 3 months
Retreatment regimen given at any
time during follow-up period

Intravitreal bevacizumab injection
according to clinical response

Subsequent cryotherapy (n=8), laser
photocoagulation (n=4), subTenon’s

fascia triamcinolone (12% of pts)

0.95 times
0.5 mg/0.05 3 — 16 months

mL (range)
3 — 6 times 9.7+3.3
Mean: months (mean)
3.9+1.0
times
0.05 mL (1.25 8.5 months
mg) 1 -4 (mean)
times
Mean: 1

injection per
eye
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6 Zheng 2010 v April 2010 — 14 eyes stage 2 (n=1) 6.9 years (range Novel initial treatment of intraocular 0.05 mL (1.25 6 — 24 weeks
XX, et (retrospective  May 2012 stage 3A (n=9) 4-11 years) bevacizumab mg)1l-5
al!! review) stage 3B (n=4) injections
laser, cryotherapy as needed during  Mean: 2.9
follow-up period injections
| Main therapy: standard/focal therapy
7 Shapiro 2011 v September 14 eyes stage 2 and stage 4 57 months Green diode laser ablation therapy Duration: Mean: 41
M], et (retrospective 2002 — May (n=1) (range 0.5 — 153 (532-nanometer green diode) using 1000 ms; months
al.!? interventional 2008 stage 3 (n=12) months) 28- and 20-diopter lenses console Range: 15-70
case series) settings: 200 months
— 1000 mW
8 Levinson 2016 v December 17 eyes stage 1 (n=1), stage 71.2 months 577-nm yellow wavelength LIO, Power: 150 — Mean: 20.8
ID, et (retrospective 2011 — 2A (n=2), stage 2B without bevacizumab / cryotherapy 300 mW months
al.’® consecutive  December (n=6), stage 3A (n=3), Range: 3.7 —
case series) 2014 stage 3B (n=5) 37.3 months
9 Mul- 2010 III (prospective January 2008 55 eyes  Stage 2A (n=10), 168 months Argon laser, FD-YAG laser, diode Not 6-month follow
vihill A, population — January stage 2B (n=17), laser, cryotherapy, argon + cryo mentioned up
etal.!* based study) 2009 stage 3A (n=11), Adjuvant: intravitreal anti-VEGF

stage 3B (n=3)

adjunctive therapy
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Table 2. Anatomical outcomes in included studies
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Studies Retinal detachment Telangiectasia quadrants Resolution of exudates
Comparative Study
Ray R, etal.' Group A: SRF in 1.7 quadrants Group A: 2.4 quadrants

Group B: SRF in 1.2 quadrants

Group B: 2.2 quadrants

Not mentioned

Main therapy: anti-VEGF injection

Lin CJ, et al.’

Case 1: resolved
Case 2: resolved
Case 3: resolved

Not mentioned

Case 1: resolved
Case 2: resolved
Case 3: not recurrent

LiS,etal."?

Ramasubra-manian A, et al.®

Yang Q, et al.'

Zheng XX, etal.'

Pre-treatment RD height measured

by OCT: 2363.88 um

Post-treatment: 897.18 pm (p =

0.000)

Significant resolution: 50% (n=4)

Partial: 50% (n=4)
Non-regression: 0% (n=0)

Completely reattached: 23.5% (n=4)
Partially reattached: 58.8% (n=10)
Aggravated retinal detachment: 5.9%

(n=1)

Resolution of SRF: 100% (n=14)

Not mentioned

Significant: 62% (n=5)
Partial: 38% (n=3)
Non-regression: 0% (n=0)
Regression: 100% (n=17)

Regression: 100% (n=14)

Not mentioned

Significant: 75% (n=6)
Partial: 25% (n=2)
Non-regression: 0% (n=0)
Resolution of exudation: 47.1%
(n=1)

Aggravated of exudation: 5.9% (n=1)

Resolution of exudation: 100%
(n=14)

Laser / focal treatment

Shapiro M1, et al."?

Mulvihill A, et al.'*
Levinson JD, et al."?

Resolution of SRF: 92.8% (n=13)

Not mentioned

Resolution of SRF: 94.1% (n=16)

Not mentioned

Not mentioned
Not mentioned

Resolution of exudation: 100%
(n=14)
Not mentioned
Not mentioned
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Table 3. Reported complications in included studies

Studies Vitreoretinal fibrosis Tractional retinal Other complications Note
detachment
Combined Anti-VEGF + laser therapy
Ramasubramanian 50% of subjects (n=4) 38% of subjects (n=3) N/A P value
A, etal® not stated
Zheng XX, et al.!! Subretinal fibrosis: 0% N/A N/A P value
Epiretinal fibrosis: 7.1% not stated
(n=1)
Focal therapy (laser photocoagulation)
Levinson JD, et al."” Subretinal fibrosis: 5.9% 5.9% of subjects (n=1) Cataract: 11.8% of P value
(n=1) subjects (n=2) not stated

Vitreous hemorrhage:
11.8% of subjects (n=2)




