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Editorial

Estimates suggest that the number of patients suffering from
diabetes and its complications is growing exponentially. In the next
few decades, statistics show that with the number of individuals
diagnosed with diabetes may cross 400 million world-over by 2030.!
In the face of this challenge, it is imperative for ophthalmologists to
devise strategies in order to tackle the high numbers of patients with
diabetes-related blinding conditions. With a more severe disease, the
likelihood of higher grades of retinopathy and nephropathy increase.
Presently, one in 25 individuals above 40 years of age suffers from
moderate visual loss due to diabetic macular edema (DME) leading to
high visual morbidity.” Therefore, it is necessary that newer paradigms
in the management of diabetic retinopathy (DR) and DME are applied
to overcome this great unmet need.>* In the past two decades, there
has been a major shift in the treatment strategy for DME and DR. With
the increasing recognition of the critical role of vascular endothelial
growth factor (VEGF) in the pathogenesis of DR and DME,’
management of this condition is now focused on antagonizing this
biochemical pathway. Large multicenter clinical trials have provided
evidence of the high efficacy of anti-VEGF agents as well as steroids
in the management of DR and DME.®’

Anti-VEGF therapy: newer advances

Currently, intravitreal anti-VEGF therapy has become the mainstay
of the management of DME and DR associated with DME. Ever since
ranibizumab (Lucentis®) was approved for the treatment of DME
(August 2012), followed by Aflibercept (Eylea®), (approved in July
2014), optical coherence tomography (OCT)-based monthly/frequent
injection of these agents has become the standard of care.’ In addition
to ranibizumab and aflibercept, bevacizumab is another efficacious
agent in the management of DME.? Therefore, these three anti-VEGF
agents provide the most favorable visual outcomes compared to any
other agent that have been used in the treatment of DME. The Diabetic
Retinopathy Clinical Research network (DRCR.net) Protocol T study
provided a direct head-to-head comparison of the efficacy of these
three agents for the management of DME.’

The results of this study showed that all three agents provide
similar improvement in visual and anatomical outcome (macular
thickness) at the end of two years, though aflibercept may perform
better in the first year of treatment in those who have visual acuity
less than 20/50 at presentation. Given the high efficacy of anti-VEGF
agents in the management of DME, the use of ranibizumab has been
recently approved for the treatment of background DR in the presence
of DME.” Other indications of anti-VEGF include pre-surgical use for
patients with large neovascular fronds planned for vitrectomy.

Corticosteroids: current role

Corticosteroids also have a major role in the management of DME
and DR. Dexamethasone implant (Ozurdex®).!° and fluocinolone
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acetonide insert (Iluvien®)."" are two depot corticosteroid agents
that have been approved in September 2014 for the treatment of
DME. Iluvien® has been approved for use in patients who have been
previously treated with corticosteroids and did not have a significant
rise of intraocular pressure.

Future therapies

In addition to anti-VEGF agents and corticosteroids, newer agents
have been introduced for the management of DME. These include
antagonists of insulin-like growth factor (IGF-1), inhibitor of vascular
endothelial-protein tyrosine phosphatase (VE-PTP) that activates
TIE-2 (angiopoietin) receptor, and designated ankyrin repeat proteins
(DARPin) that bind to VEGF and have a longer duration of action.
Scientific breakthroughs have also led to the use of personalized
medicine in the management of DME by identifying genotypes
responsible for abnormal biochemical activation.'>* As advances
continue in the field of medicine, it is expected that the outcomes of
patients with DR and DME will continue to improve. In the next few
decades, it is likely that a new era in the management of patients with
diabetes may set in.
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