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* A 12 year old boy presented with chief complaint of loss of bilateral vision since 6 years

ago. His BCVA CF 5m OU

* What is your differential diagnoses?
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September 25, 2012 — Patients with central retinal vein occlusion (CRVO) who received

aflibercept achieved significant improvement in visual acuity, compared with those receiving
sham treatment in 2 phase 3 clinical trials.

Researchers presented the trial results at the 12th European Society of Retina Specialists
(EURETINA) Congress in Milan, Italy.

Last week, on the basis of these 2 trials, the US Food and Drug Administration approved the
drug for use in patients with CRVO.

David M. Brown, MD, from Retina Consultants of Houston and the Methodist Hospital in
Texas, presented results from the COPERNICUS trial, which enrolled 187 patients with CRVO.

Frank M. Holz, MD, from the Department of Ophthalmology at the University of Bonn in
Germany, and chair of the session, presented results from the GALILEO trial, which enrolled
172 patients with macular edema due to CRVO.

12th EURETINA Congress. Presented September 9, 2012.
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Four genetic risk alleles strongly associated with the development of neovascular age-related
macular degeneration (AMD) cannot be used to predict how patients will respond to drug

therapy, according to a new analysis of data from a landmark federal study comparing
ranibizumab and bevacizumab.

Researchers from the Comparison of AMD Treatments Trials (CATT) Research Group reported
their results in an article published online January 21 in Ophthalmology.

The investigators genotyped 834 (73%) patients in the study, all of whom had neovascular
AMD, for 4 known AMD-associated, high-risk single nucleotide polymorphisms (CFH,
ARMS2, HTRAL, and C3).

"These [genes] most consistently have been shown to have the strongest association with the

development and progression of macular degeneration. So we thought they might, at the
beginning, be the heavy hitters, so to speak, in terms of the response to therapy based on a
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person's genetic background,” said lead author Stephanie A. Hagstrom, PhD, a medical
geneticist and associate professor of ophthalmology at the Cleveland Clinic in Ohio, in an
interview with Medscape Medical News.

Ophthalmology. Published online January 21, 2013
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An international research collaborative has identified 7 new genetic loci associated with an
increased risk of developing age-related macular degeneration (AMD), bringing the total
number of known AMD-susceptibility loci in the human genome to 19.

The AMD Gene Consortium reports the results in an article published online March 3 in Nature
Genetics. Scientists from 18 research groups in 14 countries formed the consortium in the
spring of 2010 with the goal of speeding up the search for AMD susceptibility genes.

The report on their first collaborative effort describes a series of interrelated analyses that
identified the 7 new AMD-associated loci, confirmed 12 other previously identified loci, and
suggested where researchers should look next for genetic clues to AMD.

Lead authors of the study include Gongalo R. Abecasis, DPhil, University of Michigan, Ann
Arbor; Lindsay A. Farrer, PhD, Boston University, Massachusetts; Iris Heid, PhD, University
of Regensburg, Germany; and Jonathan L. Haines, PhD, Vanderbilt University, Nashville,
Tennessee.

Nat Genet. Published online March 3, 2013.

JAMA olz0 55 Po I 5o O > ju> ol 25500 ybelS | oid piy AMD sl

SEATTLE, Washington — Antioxidant and omega-3 supplements do not reduce the risk for
advanced macular degeneration, according to results from the highly anticipated Age-Related
Eye Disease Study (AREDS?2).

Although the primary results are disappointing, important clinical messages emerged during its
presentation here at the Association for Research in Vision and Ophthalmology 2013 Annual
Meeting. The results were published online May 5 in the JAMA: The Journal of the American
Medical Association to coincide with their presentation.

The new data point to ways to change the nutritional formulation from the initial AREDS trial
to reduce potential risks without sacrificing benefit for people at high risk for advanced age-
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related macular degeneration (Arch Ophthalmol. 2001;119:1417-1436).

"AREDS resulted in a formulation of vitamin C, beta carotene, zinc, and vitamin E that reduced
the risk of progression of advanced disease by 25%" at 5 years, Emily Chew, MD, from the
National Eye Institute in Bethesda, Maryland, told Medscape Medical News. "We wanted to see
if we could tweak it a bit by adding components to it."

JAMA. Published online May 5, 2013. Abstract
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First Up, AREDS2

The biggest news, however, was the AREDS? trial X! which looked at the addition of lutein and
zeaxanthin to the AREDS formulation, as well as reducing the amount of zinc and removing
beta-carotene. There had been some concerns in the original AREDS trial that the dose of zinc
was toxic, and that beta-carotene might not be necessary. The original AREDS study® was a
dietary intake survey, and people who ate a lot of fish and had high levels of omega-3 fatty
acids in their diets, as well as those who had high intakes of dark leafy green vegetables, which
are high in lutein and zeaxanthin, appeared to derive benefit.

The Word in AMD Therapy: Noninferiority

CATT was followed by a British study, IVAN, the first-year data of which were presented last
year.2! Now they have presented their second-year data™ that corroborated the initial findings
of CATT, showing that bevacizumab was noninferior to ranibizumab. That is not the same as
saying that it is identical to or as good as bevacizumab, and there were parameters that favored
ranibizumab over bevacizumab in the original CATT, and similarly in the IVAN trial --
particularly with respect to safety. The safety concerns associated with bevacizumab continued,
and were corroborated by IVAN. The efficacy seems to be a little bit less than that of
ranibizumab, but not statistically significantly, so it is noninferior.

Eylea and Fovista: Burning Issues

Aflibercept is now going to be studied in comparison with ranibizumab and bevacizumab in
patients with diabetic macular edema. A large network was set up some years ago, called the
Diabetic Retinopathy Clinical Research Network, supported by the National Eye Institute. A
trial is just under way and beginning to recruit patients, so we won't have data for some time.
Eventually, we should have significant data comparing these 3 different anti-VEGF agents for
one of the biggest problems that we take care of in retina -- diabetic macular edema. The 2
biggest diseases that we take care of are AMD and diabetic macular edema. The third is retinal
vein occlusions, the treatment of which has already shown success with anti-VEGF therapy.

Imaging Technology Reaches New Heights
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There are 2 different directions in imaging. Ursula Schmidt-Erfurth from Medical University
Vienna (Vienna is one of the epicenters of development of new imaging technology) conducted
a study™ that wasn't quite an advanced imaging technology, but used imaging findings and
associated symptoms. For example, vitreomacular traction is something that we have been
concerned about. On OCT, when vitreous gel adheres to the retinal surface, it can create a slight
traction. The question is whether that promotes progression of disease. We believe that is the
case. We know that it is associated with macular hole formation and true vitreomacular traction.
A new drug that was just approved and is being launched worldwide -- called ocriplasmin
(Jetrea™) -- is an enzyme that can dissolve vitreomacular adhesion in certain cases.

Whole-Eye and Intraoperative OCT

There is a huge amount of interest in this fascinating imaging technology that is revolutionizing
the care of retina in the operating room setting in a very clever fashion. Amazingly, this OCT
has been miniaturized to a 22- to 23-gauge probe size that can be placed in the eye, allowing
you to visualize features of the vitreous interacting with the retina and details of the retinal
surface and epiretinal membrane.

0SS Uiy (g piage SASL yuilg pug gl o 65 3338 iyl S sgusl j8 (udizo—g

NEW YORK (Reuters Health) Aug 01 - Bacterial virulence level is the main predictor of visual
prognosis in patients who develop acute bacterial endophthalmitis after cataract surgery,
researchers from France report.

Although postoperative endophthalmitis occurs in less than 0.1% of cataract procedures, the
consequences can include anatomical or functional loss of the eye, the team writes in JAMA
Ophthalmology online July 25. Identifying baseline prognostic factors may help find patients
who need aggressive therapy as early as possible.

JAMA Ophthalmol 2013.
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Retinal vessels may leak at high altitudes, even in healthy adults with no previous history of
retinal problems, according to a new study published in the June 5 issue of JAMA.

Gabriel Willmann, MD, from the Center for Ophthalmology, University of Tubingen,
Germany, and colleagues used fluorescein angiography with a confocal scanning laser to
evaluate 14 unacclimatized volunteers at baseline (341 m), after ascent to 4559 m within 24
hours, and more than 14 days after return. Four ophthalmologists blinded to the timing of the
photographs graded them for presence and location of leakage.

The researchers found that none of the volunteers demonstrated retinal abnormalities at
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baseline; however, at high altitude, 50% of participants had marked bilateral peripheral retinal
vessel leakage. No leakage was noted in the central retina; all changes reversed after descent.

JAMA. 2013;309:2210-2212.
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Using aspirin for at least 10 years was associated with a small but statistical increase in the
development of late age-related macular degeneration (AMD), according to results from a new
study published in the December 19 issue of JAMA.

Participants (N = 4926) between 43 and 86 years of age were enrolled in the Beaver Dam Eye
Study, a longitudinal population-based study of AMD in Wisconsin. The majority of
participants were white (99%), and 56% were women. During examinations, which were
performed every 5 years during a 20-year period (from 1988-1990 through 2008-2010),
participants were asked whether they had routinely used aspirin at least twice weekly for more
than 3 months. The mean duration of follow-up was 14.8 years.

The researchers found that neovascular AMD specifically was significantly associated with
regular aspirin use 10 years before retinal examination (HR, 2.20; 95% CI, 1.20 - 4.15; P = .01)
but that there was no association with the incidence of pure geographic atrophy (HR, 0.66; 95%
Cl, 0.25-1.95; P = .45).

JAMA. 2012;308:2469-2478. Abstract

L ullow o 1) gusitung) g guiwlgl 55U 63 Sl zloj10 osllho Sy ollw P 20l -9
.51 oulino

The 2-year results from a randomized controlled trial comparing the efficacy of bevacizumab
(Avastin, Genentech/Roche) and ranibizumab (Lucentis, Genentech/Novartis) in patients with
neovascular age-related macular degeneration are definitive, according to the researchers
involved.

"In my view the drugs are interchangeable,” Usha Chakravarthy, PhD, from the Institute of
Clinical Science at the Queen's University of Belfast, United Kingdom, told Medscape Medical
News. Dr. Chakravarthy is lead author of the Inhibition of VEGF in Age-related choroidal
Neovascularization (IVAN) 2-year results, published online July 19 in the Lancet.

"On the question of effectiveness over the 2-year period when the drugs are given every month,
there is no doubt in my mind that the 2 drugs have similar efficacy,” Dr. Chakravarthy added.
"We looked at best corrected acuity, which all other trials have used, and in addition we
examined near acuity, reading speed, and contrast sensitivity. Even these more global measures
of macular function were no different between drugs."
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Abstract

Purpose To evaluate ocular outcome in premature infants treated with intravitreal ranibizumab
injections for retinopathy of prematurity (ROP) over a period of 3 years.

Methods An interventional case series. Premature infants with high-risk prethreshold or
threshold ROP with plus disease received an off label monotherapy with intravitreal injections
of ranibizumab. The primary outcome was treatment success defined as regression of
neovascularisation (NV) and absence of recurrence. The secondary outcomes were ocular and
systemic adverse events and visual acuity.

Results Six eyes were included in the study and treated with intravitreal injections of
ranibizumab. AIll showed complete resolution of NV after a single injection. The anti-
angiogenic intravitreal injections allowed for continued normal vessel growth into the
peripheral retina, without any signs of disease recurrence or progression during the follow up
period. No ocular or systemic adverse effects were observed.

Conclusions Three years of follow up in a small series suggest that intravitreal ranibizumab
injections for ROP result in apparently preserved ocular outcome. Further large scale studies
are needed to address the long-term safety and efficacy.

U5 9 0409 asaRi (598 ol
QLo Sobuw yiSs = 59158
moradian33195@yahoo.com

ulpl S paidiz goil
Jgl b (i SUy (wgs 48 62954 0bl (LS 6g 63 g5 allodis 4SS QLS oyl sgs suwysT
$SAEPEOK :uuSd P—559190% | :als WWW.irso.org

©2013 Iranian Society of Ophthalmology. All rights reserved.



mailto:moradian33195@yahoo.com
http://www.irso.org/
http://aaoblasts.aao.org/t/570097/57743268/21158/54/
http://aaoblasts.aao.org/t/570097/57743268/21158/54/

